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7 5 7^#-^55~61<^ie^J (CD 



(FR2) 

(FR2) 

(FR2) 

(FR2) 

(FR2) 
7 4 3 
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75 7I$#^67~980@E^(FR3K 7 5 7 m#^107~117©i£?ij (FR4) 
(6) ie«^22<7)T5/m#^l~30W@E?U (FR1) . 7 5 ^ m#^36~49^12^J (FR2) 
7 5ym#^67~98^M5^J(FR3). 7 5 ^ m#-^107~117<7)Sfi^J (FR4) 
% (7) iB^iJ#^30^7^ym#^l~30^^J (FR1) . 7 5 >> m#^36~49*>15?ij (FR2) 
, 7 5ym#^67~98^@B^J(FR3). 7 5 /m#-^107~117<7)i5^J(FR4) 
(8) @B^370 7^m#^l~23^J (FRl) . 7 5 >> «#*40~54«>«iai (FR2) 
7 5/I*^"G2-~33v~I^(FR3). 7 5 .'«J*-^03~112<O!EFJ(FE4) 
% (9) @e»^40^7 5/m#^l~23^IS^j (FRl) , T 5 y *#*40~54©KW (FR2) 
, 75ym#^62~93<7)SE^J(FR3), 7 5 7 103-1 12 <7)IB^J (FR4) 

(10) IE^5#4307 5ym^l~23^ra (FRl) , 75^**40^ (FR2 
) 7 5ym#-t62~930@B^J(FR3). 7 5 7 m#^103~ll2Wie^J (FR4) 

(id mnm^6<oT^^m^i-23(Dmn (frd > 7 5/m#^-4o~54©ie?ij (fr2 

) , 7 5ym#^62~93^IS^J(FR3), 7 5 ^ m#^103~112?>fie?<J (FR4) 

(12) SB9U#^49<07 5ym##l~23Ora (FRl) , 7 5 7 »#*40~54«>ISa) (FR2 
) 75yg£#^-62~93©IB?iJ(FR3K 7 § J m#^103~112OlB^J (FR4) 

(13) @B»^5207 5ym##l~23CD@e^J (FRl) , 7 5 /«#-»40~54OBW (FR2 
) 75; M#-^62~930Se^!! (FR3) .757 ^#"^103-112015^1 (FR4) 

(14) @B?ij#^57075 7m#^l~23^@B?lJ (FRl) , 7 5 7f»^40~-54©lE?iJ (FR2 
) , 7?/m#^62~930SB^J(FR3). 7 5 y«»*l<B~112©TO(FM> 

(15) KW#*64©T5y»»*l-30«)E9ll (FRD . 7 5 7 «»*36-49©BW (FR2 
) 7 5 /m#-^67~980@5^J(FR3). 7 5 7 g£#77 107~117<£>I£^!] (FR4) 

(16) @E»^67^7 5ym#^l~230^ij (FRl) , 7 5 / m#^40~54©i£?ij (FR2 
) , 7 5ym#-^62~930@e^iJ(FR3). 7 5 7 a*#-£l03~112OR#] (FR4) D 

[6] & h« 15 [1] ~ ts] © Kiaic© H Mb#L#o 

[7] ^>f 7 #f -f (Diabody) & It WE [6]lBtt© > flsStffc. 
[8] -*mDiabodyT'$> ^> mrfB[7]f£«^ h <fc#t#o 
[9] Diabody***i-&79^>HWK:^A,7-f 

[7] f »i [8] KfMftO > f fcfiutto 
[10] J^TW#m^*i-^>Btfl5[9]|a«^t Mtin/ffc : 

(1) iBW^90^ia«©7 5 y «E^**-r*ac# ; xt* 

(2) 75 7mss^J (1) *wfiv^-ci^t<ttSfc«^T5ym#X^ #JraZf±e^t^7 

5y&@fi?iJ£^rU ^oCD47^^^^14 : Sr^i" ;5 >^^ s: ° 
[11] JSLTW#»*^r4«fflB[9]IB*»li MWfrffc : 

(1) SB^iJ#^92^|2«©7 5 /WJ^ft^^f ; X»± 

(2) T^TmBW (1) C^tliU(i»T?^«> #ttlitlt/:7 
5 yi£@E?iJ£*U *oaM7^©tt#fttt*^*ft#o . 
[12] Diabody*«+*7*^*>W^**' :7 '' K«*«t*v.J:t«ll:t 

t hCD47^^i"^>Diabody^L#o 

(1) ^J#^707 5ym#^31~350lB^j (CDR1) . 7 5 y *#*50~66*>B*1 (CDR2 
) 7 5 7M#-f-99~106OiE^J(CDR3) . m 

(2) ra»?lW)T5y»»*31~35©l!W (CDR1) . 7 5 7 »**50~66OBR (CDR 
?^ T 5 / ^#-i-99~106COS2^J(CDR3) 

(3) ^jiS^^m^Sl-SS^^J (CDR1) . 7 5 ^#^50~66«>@^j (CDR 

2) % 7 5 ym#^99~ 106^12^1 (CDR3) 

(4) BW#*16©T5y«»*31-350BW (CDR1) > 7 5 y *#*50~66©Efl (CDR 
2) . 7 5 y^#-^99~106^ia^J(CDR3) . 

(5) ^J#^19^7 5y^#^31~35©ie^J (CDRl) > 7 5 y*#*50~66©Kai (CDR 
2) 7 5 y^#-§-99~106©IB^J(CDR3) 

(6) BW»22©T5yB»*31-35©EW (CDRl) . 7 5 / m#^50~66©IB?>J (CDR 

ffilE^F 2004-3119743 
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%] ££^y2%£%*» (CORD - T^WW*--*-* (CDR 

2> (8i ^il? 7 SrlT#%11~^^ CCDRD , TW**~**** (COR 
2) (« ^iirolrr^lHU^ (CDR1) . r^^K-eiOK. (CDR 

(11) ^1W60T5y»»*24~390l»a (CDR1) > 7 S >>,t#*55~6K>iIW (CD 
do") 7 5 yM#-t94~102<7)@2£!)(CDR3) 

(12) BW**49^T5y«»*24-39©BBW (CDRl) , T ^ *#*55~61*>E*1 (CD 
po^ 7 5 y®#-&94~1026Oie?U(CDR3) 

(13) SftwST^yWWM-SWWI (CDRl) - r?y»##55~61<01B^J (CD 
I?? 1 ) T 5 J ^##94~102«OfE^iJ(CDR3) .„„ 

(14) E^ilw*T?^B!#*24~39»K3n] (CDRl) , T ? /S»*55~61*>S!WI (CD 

Ik SilSSrlTiTlsSU^ (CDRl) - 7^ltHM«BI (CD 

"U £2^y*E£%*W* (CDRl) . T*,«.* M ~610 E * (CD 

R2) . 7 5 y|fe#-S-94~102OiB9«I(CDR3)o 

[141 J0LTOil^I**trCD47Htt'6"t*t Mttfrffc : 

(1) E^J##30OT5 ym#^l~117^BB^JOR?a«:^trHav«« : S.0 6 

(2) SS^iJ#-^57^T5 ySt#-^l~112«>IB5!lOBa^l*^trLttVffi«o 
ri5l &TO@Bm^tfCD47«^&^ Mb&# : 

(1) @B^iJ#-t6407 5 y *#*l~117©B^**Mi«y*** ' 

(2) E^|»*67©7 5 ^HI#*l-112^KWl**OL«V«*o 
[16] JftTOV^*L**©BB51I**trCD47Ctt'ft'i-fta# : 

(1) @S^!l#-^73^7 5 ym#-^l~23460@e^l 

(2) ie?ij#-^74<7)7 5 ym#-^i~234^ia^J 

(3) K?!)#^78tf>7 5 ym#^l~483<Die^iJ 

(4) @e^J#-t79^7 5 J m#-i-l~483^ia^Jo 

[17] |uia[l]~[l6]m>i^^Kffi^i^£ 3 - YT&Mitto 

[is] friB[i7] Kfem^MH^^-tf^ * -o 

[19] mm[i8iKmm.<o^^^~^^ttm^m^o ^ J>(fc . _ 

[20] WE [19] KiB® «>*i£« * * * * ^j^j^^ 

j£AT«6JfiL^ Mixed Le^ mi a Hairy ceU Leukemia 

mo&&Lm. mty>^« (Hodgkin^. *Hod*iny > w^PAtt»- 

'[0010] 

i»SW-«*BWttKK««t?**a. Cell. Biol., 123, 485-496,(1993). Journal of 
Cell Science, 108, 3419-3425, (1995). GenBank I Z25521) o 
[0 0 11] 

ffiSE#2 004-3119743 
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if^^y (Chimeric) ttfe Uft (Humanized) Jfc ^*JJ5 **' *JL*^ 

0^!«ttO«l»^Hfc4W7V-^-?W (framework regi 
on So k3iO!Wr«Xtt«itt*JMW (CDR; complementarity determining reg o 
n) KJt9*»**fCV*4 (Kabat, E. A. TSequences of Proteins of Immunologic 

al Interest J US Dept. Health and Human Services, 1983) „ 

3 1® ?>CDR t * fcgUStfS#*Btfc<05&& * o 

T^M^^t^^"-^ Kabat, E. A. [Sequences of Proteins o 

f Immunological Interest] <&MU«l**Jtffi-*-"#-***- 

MR* (reshaped) ^^^^J^J^^J^^ 
EP 125023-S-&8U WO 96/02576 -^<Zr##!S) o 

^S5fc **»•*■* * * fcWttbfclWABSW*. CDR2SirJ*FRW^2*?f * k t7£«£r 
PCRfe Hi v ^flt-T 4 (W098/13388^#KIB«^^^ * MO ° 

* * 8 5 "i 8 56 r 

75y®*f«UUV> (Sato, K.etal.. CancerRes. (1993) 53, 851-856; o 

Cv2 Cr 3. Cy 4£. LitiiC/ts C A *«ffl-f* «-^«^f *• 5 ^ 

ffiiE#2 0 0 4-3 1 1 9 7 4 3 
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2) 

(3) 
2) . 

(4) 
2) . 

(5) 
2) . 

(6) 
2) > 
(7) 
2) , 
(8) 
2) , 
(9) 
2) 

(10) 
R2) ^ 
(11) 
R2) , 
(12) 
R2) > 
(13) 
R2) , 
(14) 
R2) . 

(15) 
R2) ^ 
(16) 
R2) 



7 5 y^#-t50~66OiS^J (CDR2 



(CDR1) . T5ym#-i-50~66^@S^J (CDR 



(CDR1) 
(CDR1) 
(CDR1) 
(CDR1) 



(CDR1) 



7 5 / m#-^50~66Ol£^!] 
7 5 7 m#-^50~66<^@B^J 
757 M^50~66C9 MS^'J 
ym#-t55~610lS^iJ 
£#-^55~61<£>@B?iJ 
7$ y^#-^55~610@e^ij 



(CDR 



(1) E?iJ#-5§-7O7 5 7^#-S§-31~35<Z>BB?0 (CDR1) 
7 5 7^#-f-99~106^@B^J(CDR3) 

is^j#-f-i3<^T ^ 7 m#-^3i~35ose^ij 

7 5 7^#-t99~106?>fB£iJ(CDR3) 
SB^J#*19^T 5 7 m#-^31~35^@fi^!l 
7 5 7 Bft##99~ 106OSS?iJ (CDR3) 
iB^lJ#-^22<75 7 5 7 ^#-5§-31~35?>fE?lJ 
7 5 7 ^##99~106OlS^J (CDR3) 
IB^J#-^30<7)7 5 7 m#-t31~35<£>EB?IJ 
7 5 7m#-t99~106<7)l5^J(CDR3) 
IS?iJ#-5§-370T 5 7 m#^24~39<^SE^J 
7 5 7^#-t94~102OSa^iJ(CDR3) 

@E^J#-^40<757 5 7m#-^24~39<Z>iB?lJ (CDR1) .75 7] 
7 5 7m#-^94~102<^@B^iJ(CDR3) 
@B^J#^"430T 5 7Bft#-§-24~39©HByj 
7 5 7 ^#-5§-94~102<£>@B?iJ (CDR3) 
gS^j^-f-460 7 5 7 m#-^24~390Se^iJ 
7 5 7 m#-^94~102^@B^J (CDR3) 
@B^iJ#^4907 5 7m#-^24~39Wl5^iJ 
7 5 7 m#-^94~102OlS^iJ (CDR3) 
I5?iJ#-^52<£> 7 5 7 m#-^24~39<0@£^lJ 
7 5 7 m#-i-94~102OiB^J (CDR3) 
IE?iJ#-S§-57?>7 5 7m#^"24~39^@B^J 
7 5 7 m#-^94~102O@a^!l (CDR3) 

7 5 7 ^#-^99- 106Oie^iJ (CDR3) 
IS^J#^67(75 7 5 7m#-^24~39<^lfi^J 
7 5 7 m#-f"94~ 102O@B^iJ (CDR3) o 
[0 0 2 2] 

±t~ FRh LT{±JilTOV^-ftL^0 7 5 7 BffiB?!]*: <> Lv> : 

(1) EW»7OT5ym»l-30OKW (FBI) . 7 5 7m#^36~490lB?'J (FR2) 
7 5 7m#-f-67~98^@H^J(FR3), 7 5 7g£#^107~117<DlE3nj(FR4) 

7 5 7m#^67~980^J(FR3). 7 5 7 m#^107~117^iB^J (FR4) 
\l BwSSlSOT ^ ^#^l~30OiB^j (FR1) , 7^tH36-49«WI (FR2) 
7 5 7m#^67~98^SB^J(FR3)> 7 5 7i£#^107~117OlE3flJ(FR4) 
U) BW»»16OT5y»»*l-90OlSW (FRl) , T 5 y*#*36~49«>Ii5« (FR2) 

miE#2 004-3119743 



(CDR 
(CDR 
(CDR 
(CDR 
(CD 



(CDRl) . 7 5 7m*"t55~610Sa^J (CD 
(CDRl) . 7 5 7m#^55~610iB^iJ (CD 
(CDRl) „ 7 5 7^#-t55~61^>ie^J (CD 
(CDRl) . 7 5 7^#^55~610@B^IJ (CD 
(CDRl) . T5 ;mrf§r50~66<omm (CD 
(CDRl) , 7 5 7m#-t55~610|B^J (CD 



#0, 2003-381406 



^-v: 7/ 



T5y»^67~98^SB^J(FR3), 7 5 / m«H§-107~117OR?fl (FR4) 

(5) wttwor^»ti-3W)B« cm) . ";g^~49«>R* 

7$>>»»67~98©RfllCFR3K T 5 / Ifc#^107~117OR?iJ (FR4) 

T§ym#^67~980lB^J(FR3), T 5 / m#*107~117OR?lJ(FR4) 
(7) w!»5ooT5yW»#1^30«>KH (FR1) , T^MW^iW 

% (8) R^OTTy T^»##40 r 54^J (FR2) 
T^ym#^62~930@B^J(FR3), 7 < J m##103-112^R2?IJ (FR4) 

7^ym#^62~93^i£^(FR3), 7 5 / m#-tl03~112<7)R^ (FR4) 
\W T^5?4307^m##l~23<D^.j (FRl) , T* ✓ W40~54<*>R*I (FR2 
) T<ym*^62~93^R^iJ(FR3), 7 5 J m#^103~112<7)S5^J(FR4) 

(11) ra#ISoT^m#-»l-230RW (FRl) , 7^*#*40~54OR*l (FR2 
) T5y«#*62~93WRyO(FR3), 7 5 </ m#^103~112^R^J(FR4) 

(1 2 ) ^KSoT^B»*l-230RWI (FRD , 7^S»*40~54*>B*I (FR2 
) 7 3/ »**62~93©KRI (FR3) , *#*103~112<&Rfll (FR4) 

(13 Rfl#i5©7^*#*l~23©RSi (FRD , 7 S W40~54©RH! (FR2 
) T?ym#*62~93^R^J(FR3), 7 5 J m#-§-103~112Oia^J(FR4) 

(U) ra5l^7^m#*l-23^iE^j (FRl) , T^^MMW0~B4OWi (FR2 
) T5ym#*62~930R^J(FR3). 7 5 /m#*103~112<7?iH^j(FR4) 

(is riwKS©T ^WT»l-30«i!W (FRD . 7^^^36-49^^ (FR2 
) T3 7m#-t67~980SB^(FR3). 7 5 / 107-1 17 OR*U(FR4) 

) (i6 r«W»»SST^W»l~230WI (FRD , T3ym#^40-54^J (FR2 
)\ 73ym#*62~93COR^J(FR3)> 7 5 -/ m#*103~112^R^J(FR4)o 

Fti^kllSwi-*"^"- ^ ^^K«CD4707^mR^J 

miE# 2004-3119743 



#M 2 0 0 3 -3 8 1 4 0 6 ^-v : 8/ 

[0 0 2 8] 

fear, «ftttK*#fc ^^^ Mrt$/ - li&T ^ M t™ii5i^S-rirS 

«fftftIK*PBS (Phosphate-Buffered Saline) 
[0 0 2 9] 

^Un-« <£&<7>ffi*0*fflJ», P3 (P3x63Ag8. 653) (J. Immnol. 

( 1979 ) 123 1548-1550) „ P3x63Ag8U. 1 (Current Topics in Microbiology and Immun 
ology (1978) 81. 1-7) , NS-1 (Kohler. G. and Milstein, C. Eur. J. Immunol. (19 
76) 6 511-519) , MPC-11 (Margulies. D.H. et al., Cell (1976) 8, 405-415) > SP2/ 
0 (Shulman, M. et al., Nature (1978) 276, 269-270) , F0 (deSt. Groth, S. F et 
al.. J- Immunol. Methods (1980) 35, 1-21) . S194 (Trowbridge, I. S. J. Exp Med. 

(1978) 148, 313-323) > R210 (Galfre, G. et al.. Nature (1979) 277, 131-133) * 

-y-b 5 yh<D-ft& (Kohler. G. and Milstein, C, Methods Enzymol. (198 

1) 73, 3-46) f^CTffHt^^o 

(hvj) **hwi**u xtm*********************' 

n-^*ttlc#L-CftJMi»*l-10»k-*-*«>*W4 bv>. tt^JJt^S^*?* 
**37r«fciin»LfcEBG*« (WitCTi&dmilOOO-eOOOeK) * ols 30-60% (w/v 

#Wf> 7?^tr/*J:W?^ * * WW*) t?«§M- * i k ic J: l) «R 

W1E# 2004-3119743 
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3^) & o 

[ 0 0 3 7 1 

^^#*«S*M*uT«**, ***** 

gwin, J. M. et al.. Biochemistry (1979) 18, 5294-5299) . ?T-Vvy ' 

* rrhomczvnski P et al.. Anal. Biochem. (1987) 162, 156-159) * «5ff oT^R 
£«5ut« 'puHHcaiion Kit (Fhar^ciaSH « ff LTl 

&o QuickPrep mRNA Purification Kit (PharmaciaM) *fflv»* - fc k <£ *) mRNA 

* it * i * * T * 3 o 

Reverse Transcriptase First-strand cDNA Synthesis Kit <&ft«*ttil > * 
Xftlo ttz, cMtt©*jft*J:rWi«*tf^C^ 5' -Amp li FINDER RACE Kit (Clontech 
K) i3 i tFPCR£ JB V*fc5' -RACE'S (Frohman, M. A.et al.. Proc. Natl. Acad. Sci. USA 

(1988) 85. 8998-9002, Belyavsky. A.et al., Nucleic Acids Res. (1989) 17, 
932) **-ttJ8"f* *o 

t fc**We**. Hittf, Protein Data bank!C«»«*LTV***fcfc 

■* * mm t± . cdr@b^ij ©fi*uotv»i gt#oFRse?ij fc * *> nfl-tt^ ^ ^ « 

at, iiiiMFtt»«^#y^v>^y 3 -* (peg) <£S£r^i^^2£i 
m**h*w*>*#6»fatfc* r "^s*o rtni^J kf±. 

mSE# 2 0 0 4 - 3 1 1 9 7 4 3 
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(bispecific antibody) T* o X J: v>o IlM »****« C 
IfcMT, WO/0061739, W002/31140& o 



*»£K*l^firfmfctt#fctt. £ftft#(whole andibody. «^L*Si!i^?if?, 

L-c*^ Fa 5;If ,; + F( f 5^ 

scFv (W^*>f>FV) . » * b<» **cFv (Hu ston 

J S. et aL. Proc. Natl. Acad. Sci. U.S.A. (1988) 85, 58 79-5883 PHjktbua Th 
e Pharmacology of Monoclonal AntibodiesJ Vol.113, Resenburg *»reM . Sp ring 
erVerlag New York, pp.269-315, (1994))-C&*o iO^«iJtW^^ 3J 

3Utt^«*W«v* Co, M. S et al., J. Immuno ^994) IK. 2968 

-2976 ; Better, M. and Horwitz, A. H. , Methods Enzymol. (1989) 178, 476-496 PI 
uckthun, A. and Skerra, A., Methods Enzymol. (1989) 178, 497-5 5 , Lamoyi K M 
ethods Enzymol. (1986) 121, 652-663 ; Rousseaux, J. et al Methods Enzymo . (19 
86) 121, 663-669 ; Bird, R. E. and Walker, B. W. , Trends Biotechnol. (1991) 9, 1 
32-137#PI) o 

*M^iv»T»4bv»<ft4mi^#ttDiabody-C**. Diabodyti. ^** J *??2 E * 

scFV*) (ttT, Diabody^#^i"J 

5^f P ln\gerera1:Lc.Natl.Acad.Sci.USA, 90 ^£™\»™ u 
* W093/1116H§\ Johnson et al., Method in Enzymo logy, 203, 88-98 (1991). Ho 11 
Sr et al.. Protein Engineering. 9. 299-305 (1996). Peris c : et a . true ure, 
2 1217-1226. (1994). John et al., Protein Engineering, 12(7), 597-604 U999 
, Holl iger et al, . Proc. Nat I. Acad. Sci. USA. , 90, 6444-6448, (1993). Atwell et al. 
, Mol. Immunol. 33, 1301-1312, (1996) )o 

Diabo°dyV^1-*7 9^>H±. VLi:VH*»*Lfc*«X VLfcVL*tt*Lfc* «>, . V 

M*«v,y ^°**>£|? » 9?? "I SrS 

ffiiE#2 004-3119743 
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abodyO-W k LTt±. £lTO J: 9 fcffiftfc^f* - k * ° 
[VH] linker(5) [VL] linker (15) [VH] linker(5) [VL] 
[VL] linker(5) [VH] inker(15) [VH] linker(5) [VL] 
[VH] linker(5) [VL] linker (15) [VL] linker(5) [VH] 

[VH] linker(5) [VH] linker (15) [VL] linker(5) [VL] . „ . . 

^ t- n^ 2 K^„^M>- HI CKiT. Diabodv£«J&-t-& 7 7 ^> >" h «:30W.-£fB a B 

dyk a Diabody^^i"^. V 9 > h Wlc**»-fr«fti-*DiabodyJ> t k * vv> . 

K^tt^^^^^^Diabody^Ai-Sik^-BTtg-e*'?. *x.«. 
H^M<2r^W094/29350O^fe-etr^ i tW*Ift'&b&o 

viiyl Ktt^tta*. Diabody* O S^S tut 7 S »* * * r -f > K«t * f 
htzi *Diaobodyfc***M#. J: «9«ALT *> 1^ ' Diabody^Af^ 

*y**7-r K**«>KI»«*^ ioiAUUv^ 

^^fr/OTolW^^7^ ||-ODiaobody£#j£1-&-7 7^ 

VH44 - VL100 
VH105 - VL43 
VH105 - VL42 
VH44 - VL101 
VH106 - VL43 
VH104 - VL43 
VH44 - VL99 
VH45 - VL98 
VH46 - VL98 

tBSE# 2004-3119743 
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VH103 - VL43 
VH103 - VL44 
VH103 — YL45 

±B7 5 y»»*«>tt«ttKabat and WuC X «3 «JB * ** 
0 **Wi:«v>Ttt, »SlA*tt«fcLTI4YII44 - VL100. VH105 - VL43*W*w-k 

I^KJ: i)$AMI^ftt«^^f KU Xti-fr^k^WJ ^1^«> Prot 

ein Engineering, 9(3), 299-305, !996fcH»**t*y >*-«rffiv>*ik#irft*. « 

S e r 

G 1 y • S e r 

G. 1 y • G 1 y • S e r 

S e r • G ! y • G 1 y 

Gly-Gly-Gly-Ser 

Ser-Gly-Gly-Gly 

Gly-Gly-Gly-Gly-Ser 

Ser-Gly-Gly-Gly-Gly 

Gly-Gly-Gly-Gly-Gly-Ser 

Ser-Gly-Gly-Gly-Gly-Gly 

Gly-Gly-Gly-Gly-Gly-Gly-Ser 

Ser-Gly-Gly-Gly-Gly-Gly-Gly 

(Gly-Gly-Gly-Gly-Ser)n 

(Ser-Gly-Gly-Gly-Gly)n 

(DSS) , fc** (*;v***vW 5>>;v) (BS 3 ) > vftt 

x U^>y^y;WD^^-b) (dsp) > s^tf-tr* 0*;v*x*vW * v 

;l^ntf**-h) (DTSSP) . xfVV^jnHV^ (^^V^f5^^v 
(EGS) . xfl/y/'ja-^ (Xjm^y>"f5^^'>^H 

(^^-egs) . y7^»^y;HM (dst) , y^v^vWJv' 

u^-dst) , [2- &***<y*v?***l%%tzL 

x.**a x»*> (bsocoes) , e* [2- (^x/*^^y»f - b ** v ?£5 

(^-bsocoes) **-e*o, 

**tt*©»*+^ 2 0 %tt±. # * L < t± 5 0 %£Lt. S K»* L < f± 8 0 %U± 

tBiE# 2004-3119743 
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- 7 p a c t -^-/'jE.>^V^- ( human cytomegalovirus immediate early promoter/enna 
ncer) fcW & - &<> 

SV40) *©****:/n*-*-/*:"^*-. ** v '? th *Y^^Vp^a 
9-1* (HEFla) ^^iWM^WT'n^-^/xyA/t-fWf'^ 

o 

s L 0 0 ya4-^-/^V^>^-^ffli-*^«Mulligan*bW^ (Nature (1979) 
afe©*tt (Nucleic AcidsRes. (1990) 18, 5322) M fc*fc*»l*tr 0 - 1 

-*-ilttt #8;Uf laczT'n^E-*-. araB^n*-^-Sr^f*^fc**^e*o la 
cz yn^-^-Wffli-**^«Wardfe^tfe (Nature (1098) 341, 544-546 ; FASEB J 

M2) 6 2422-2427) Cl^ *4^ttaraB^n*-^-*«ffl-*-*»*i±Bettcrfe 
i>#« (Science (1988) 240, 1041-1043) C^W^H^i^o 

\*M+l*m (Lei S P. et al J. Bacteriol. (1987) 169, 4379) tttHtfttf- * 
T° (refold) ^fflf&o 
««B»fcUli, SV40, Tf^ W ZSJ^^JV 

I7l*>*7^-* (Ecogpt) afiKF. nKnmSBtt Cdhfr) a*?«t* 

ff*L<tt! *»Wt«»SWft#tt, ttUUMU HUtfCHk COS. 

»K*g»**Lfcte«fi*in vitro* fcttin vivo^^B»^*«^* 
I RPMI1640, HDMtttffli-iik^-C*. (FCS) *©*l«t«*ttfl§-r * - 

UWlSo ^N>A*^»^7^U> Hyper D, P0ROS. S 

ttliE#2 0 0 4-3 1 1 9 7 4 3 
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epharoseF.F. (Pharmacia^) *#**fh*-*o tot, >^^K^ttffl**J;^ 

m*mHmW, ifcft*frm> »»ta-t^ta (Antibodi 

es A Laboratory Manual. Ed Harlow, David Lane, Cold Spring Harbor Laboratory, 19 
88) o 

$L#^tn;m^fS^ (Antibodies A Laboratory Manual. Ed Harlow, David Lane, Cold 
Spring Harbor Laboratory, 1988) 

tt«tt4ek*«5fe-r**ftk t-c, elisa (MitMuffi«tt£tt) . eia (m 
»j^) , ria mmamsm ^^m^m^m^m^^^t^j^om^ 

, »*ft**5feft*ffiv>**^ CD47*3—r-f >^Lfc^V->^ #LCD47ifu#£-frtr 
tt*k «tCD47«;#K^«i»o«*±»^«*a#«rlni^a« T ** y "?*f 71 

b fijfiL^«^CD47S^*#XL^JurkatM • L1210M ■ J0K-1»£ i?0>CD473& 



ft >^&6Mi> j£ATtt6JfiL#i> #§&1£#fiJB> Mixed Leukemia, Hairy ce 

if Leukemia^ 6Mi> KttU >'*M (Hodgkin^. ^HodgkinV W?M) . W^Att 

OOlmg ^felOOOmgOlEH-CStftLSo D 0.01~100000mg/bod 

mm \t ^ tt <d##* k (R * tt * *> <a -e \t t £ v * c 

[0 0 6 2] 

^f^ots^m. if, *«Ptt#-e, «*.wrfflH*l (&t&, itt, ttfiu RE* 

[0 0 6 3] 

miE#2 0 0 4-3 1 1 9 7 4 3 
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(Remington's Pharmaceutical Science, latest edition, Mark Publish in 
g Company, East<m.XB) , «»K« s »**l'*fi#^»fl«**^«r«»«>^*o^* 

t^- n,n — 1' vt?u vf.- .iiy v°n v f>.. * >v **3f- v tf — ;v *° ^ T — . * 



ivn-*-/h U * Ar#V 7* V h'JfA, 7 

D L* if;^)VD-^, *-<r A, 77t'T^, **>f 

^ V ^r7'J^7JV3-JK Xf7V>i, li hJllLi* 7*:/ 5 V (HSA) „ •v^-h- 

o 

, t*lfc**tt]k*U #0;UfTween8O, Tween20. * h tfTSSi 

r o o 6 6 ] 

*f|IB<ati hft^CD47^ti, t hCD47*^=Sr#AL^L1210«BJa. M0LT4M. JOK- 

„ #3&HJ ©Kb lfc&CD47tfc#tt^*a&* * ^ C k £ *Lfc 0 

[00671 

*»W©thftfitCD47«;#»i. whole IgGKtt^TMu Mfc^fMmfcfttLJt* *) 

S&aM> #3£frfr$iJ». Mixed Leukemia. Hairy cell Leukemia^BJfiLM. SttJ 
7m aSeSSk ^odgkinV ~<M> . WWJMMMU fWiMW jlfcW jm 

* »T O **« ic J: o X S 6 WPP b < mm -t & » - * tc 

[HUM] 

[0 0 6 9] 

Jii^iLK ttoT, "7 V J*MABL-2#l# (WO00/53634) ^L«t*3 ± 0«<DVfii£* 
, Protein Data Bank*^T**^WS*LTV**K»«>^fcfc * tft#©V« k Jfctt L 

/Co 

[0 0 7 0] 

(1) bWHi^ii 

ffilE#2 004-3119743 
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(i) i^r^f^y 

a^T? ;mte$cmm'kiz±£ <m5-Lx\,> &?z#>, cDRi©Mr<D3o&a*« 

#£*LTV*£fc bfit#AF216824 (Miklos J. A. Blood,95, 3878-3884, 2000) &5fcOFR 
*fflV>*CfcfcL7ko t MtilABL-2#MfcHtft (^-^3V" 1.1" ) tfev»T, FRltf^FR 
4tXi±K. >S£#:AF216824<OFRl*»?>FR4fcra— "CabO. * LTCDR(4v?XMABL-2#l#:<9H 
WVWiR»P«>UURi:W— t L£o AF216824t-t±LeaderB23njofflffll35*j3r3&»ofe^:ie>, LeaderSfi 
?!H*v7XMABL-2 VHC9^O*ffiv»7t 0 
[0 0 7 1 ] 

t MfcMABL-2#C#:Hg| (^-va>" l.l" ) £ P C R«K 4 *CDR^9 7-r -f >^fc 4 
•jffctliLfco MfcMABL-2#L#:Hgl a >" 1.1" ) ©fEROfcafc^^-frJfi* U 

=*DNA*«flJL;fc<, =H)NA , HuMHalS (@5^J#-^l) &miuMHa3S (S£?!l#-f-2) 14 

■fe >x DN ABB?!) fc^TU HuMHa2AS (BB^!l#-^3) SO J HuMHa4AS (E?>J#-§-4) (i7>f-b 
>^DNAl5^J^^1-^.o fl-SBT*?^ v-HuMHS (BB?!l#-§-5) XtffluMHAS (I2#l#-t6) 
* 'J 3*DNA. HuMHalSS tfHulfffcriAS t^ny-^ £ 0 
[0 0 7 2] 

PCRlix K0D -Plus- (Jfct^tett) fcfflv^ 100 BW)B6ft^*t^A* =H)NA HuMHalS 
x HuMHa2AS, HuMHa3Si3 J: tfMHa4AS£-?-;h--Ftl5 pmok 0.2 mmolAOdNTP3feU i lc:2 UCDK0 
D -Plus- *-£fr&fF"e, «S#jft»fR*ttffitT94 , C^X15^W. 50tIK:f 30U»BB. 68°C 
Ctl ^MoaMEiJ-'f ^^•CSEJfxofco $ <b &~40 pmo 1 <D$\-^ 7°? 4 — HuMHS^K. t/HuMHA 1 
S^iDx., l^£M^-f^;l'&35llIfi : o£o PCWSfe^J: •?l«*BLfcDNAWf>T'*1.2%T3yn- 
x£ffiv>£T#*n-x^m^c8&K4 L£ c 
[0 0 7 3 ] 

438 bpgODM»rJt£^tt-£7#n-j*)t£i^)tl9, QIAquick PCR Purification Kit 
(QIAGEN) fcfflv^ ^DNAIf)t^illt/;o iSL/cDNA&x 

^y-^-CitlRS*fc^ 10 mmol Tris-HCl (pH7.4) , 1 mmol/L EDTAM50 ftLtz.&m 
Ltz 0 nbtLtzTCRRBm&m*. BamHIiS <£ t>*HindIII"er$ / fbi~<5> CLbKX *) MMLfzWF 
*-HEF-VH-g y UZ*)-7?u-->yL. «*BB^J«r*5febfc« jELv»H«V«J« 
<&T3 7SHBm*1-*DMIfffi-«:-£tf7 , 9;*5 K^HEF-huM2Hl.l#li:^L/io #7*9 
X 5 KHEF-huM2Hl . 1#1 K# 4 tt* H&VSttO T 5 7 m@B^J £ 4 craUfcEfl) * BB3?!I#*7 £ 

[0 0 7 4] 

h-fbMABL^^H^VH^O^N'-ya >1.2, 1.3, 1.4, 1. J: 3 LTfl? 

RWLTtHuMHbS (K?!l#-§-8) #4tfHuMHbAS (SB^J#-^9) £JBv^ 7°5X5 KHEF-huM2H 
l.l#l*»SlDNAfc IT, PCRj£lc4 DifipsU 7*7X5 KHEF-huM2H1.2#l***fco ^7°5 
X 5 KHEF-huM2H1.2#HC-££ ft^mSW$.<OT A S mZM Zm^m^lMZ 

[0 0 7 5] 

A-^s >1.3(iiSi|7'7'f-7- t LTSO^WT^-^h U*->lZ$£m-?2> X -5 
KBStf-LfcHuliHcS (BB?!i#^ll) *3 4 ZfflullHcAS (S2^J#-^12) fcfflv*, 7*7^^ KHEF-h 
uM2H1.2#l**SDNAi LT, FCRftfc 4 4MB U ^7X5 FHEF-huM2Hl. 3#2£#£ 0 * 
7*7^5 KHEF-huM2Hl. 3$2K&$ 3t£HS£V^i£0 75^ ^@2^J*3 4 tfaUfeEJ^ 
13^^i- 0 
[0 0 7 6] 

5> a >1. 4 12£ M 7*7 <* -7 - t L T67&0 T V j>* i> > £ J; ^ M 

IgffL^HuMHdS 14) *5 4«y f HuMHdAS (gB^J#^15) £fflv> N 75^? KHEF-huM 

2H1.2#l*»SDHAfc LT, PCR&K i tj Jf ffi U 75X5 KHEF-huM2H1.4#l£#*; 0 #7° 
9X5 KHEF-huM2Hl. 4#llc^f ^^H^V®^<^ T 5 7 &@5J!ji3 «£ t^^K^J *E^J##16 

mtiF^fe 9. 004. — 311Q7/IQ 
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[0 0 7 7] 

Hlfcif LfcHuMHeS (EyiJ#-^17) £ X tfHuMHeAS (@£?>J#-^18) ^fflv^ ^7^5 KHEF-h 
uM2H1.2#l£ltgJDNAfc LT. PCR&K J: >9 mm U -7°7^5 FHEF-huM2Hl. 5#l£#£o * 
KHEF-huM2H1.5#nc^-itt^,HMV|IM<7)T5 ym@B^Ji5i^^@2^J^SS^J#-^ 

[0 0 7 8] 

(ii) 2<fc-r-*f'fy 

k Mft^L-2#t#HtI ^-~Ja>" 1.3" Cov^t, 72&OT 5 7 £ 0«FR2 

k l^&HUMIGHDJCD (Chai S. K. fe % Unpublished 1994) £3fe<0FR*JBv*4 £ fc Lfco 
t MfcMABL-2ffi#H§j£/N*-V3 >" 2.1" Ki3V>T> FRl^lbFR4f "Cti t h^#HUMIGHDJC 
DOFRl^lbFR4t ISi— X-tb *)> * LTCDRJi v ^^MABL-2fibfrOIfiRV««*OCDRi: fa — £ 
Lfco HUMIGHDJCDKfeUaderiB^JOfll^ft^ofcfe*, LeaderlS^Jfi^ «7 ^MABL-2 Vh 

[0 0 7 9] 

k Mbi!ABL-2!ft#H|ft^--> ? a >" 2.1" ti^-y3>" 1.3" <D8m<DT A'U *f>m 

i1\ a >2.0its*-P a V 1.3" <D89tiLV> V )U ? 5 TAs*7 *r 

R-t-SidKUtW-LfcHuMHgS (SB^"J#-t20) J3 «fc tfHuMHgAS (@e?nj#-t21) £JBv> % 7*9 
*5 KHEF-huM2H1.3#21r^MDNAt Lt, PCRftt' J; «9 IfSffi U ^7^.5 KHEF-huM2H2. 0#1 
Sr#3to * 5 KHEF-huM2H2. 0#1K^£ fl^>YmSW$L<DT 5 ^ «fc tflt&*E?!| 

«rI5^J#-^22H^-to 
[0 0 8 0] 

k MbMABL-2£iL#M (A-y'3>" 2.1" ) * P C Rj£K «fc £CDR^7 7 x -Y f ^fc i 
Df^*L^ 0 k MttttBL-2#L#H« (A-^aV" 2.1" ) Otf^Ofcifc K8i@ 'j 
=H)NA (PCR7^ v-) tffflLfc, =*DNA , HuMHS (I^iJ#-^5) „ HuMHfSl ( 

BB^J#-f"23) , HuMHfS2 (IB?>J#-t24) , ;RtfHuMHfS3 (IB?!i#-^25) ii -fe > * D N A Wm 
fc^U HuMHfASl (S2?iJ#-5§-26) , HuMHfAS2 (BB53#*27) . HuMHfAS3 (IS^J#-§-28) , 
£lftiuMHfAS (@e?iJ#-S§-29) li7>f-b^DNAE5)*tt4. 
[0 0 8 1] 

#— PCRgprCfi^OPCR^'f ^-<Dm.fr&t>*£KX, HEF-huM2H2 . 0#1 £ MDNA t L 
Tfflv>£ 0 4^>OR^HuMHS/HuMHfASls HuMHfSl/HuMHfAS2, HuMHfS2/HuMHfAS. HuMHfS3/Hu 
MHfAS34r<frV^ 4HPCR&Jfc»*»»Lfco #£J&%huM2H2. 1-1. huM2H2.1-2, huM2H2.1-3 
, huM2H2.1-4£> huM2H2. l-l/huM2H2. 1-2. huM2H2. l-3/huM2H2. l-40jRL*6':b'£-Cft<&' L 
. -€-^*L-€-tL?>g#:offlflM4KJ: *9 7? •k^^V ^UPCR^^fo^o PCR^v >f v 
— & ft tLHuMHS/HuMHf AS2. HuMHf S2/HuMHf AS3 £ ffi V > T fi 1 v ^ &PCR3lJ&% ZffiWtLfz 
o If^ ^z:PCR^'b(752oopCR^^^-e^'rtL-?-tLibg#<7)*g^tcJ; »? 
US*. PCRT'^-f •7-HuMHStHuMHfAS3^*nx.T. k MtMABL-2£v& H $| (A-^a/ 
2.1" ) fca- K1-a^ftDNA*ii«Lfc (££HPCR) 0 
[0 0 8 2] 

$&-PCRK»fc:J5V>T\ 50 mLOS:M^^#PCR7*-7-f-r- : S:'etLetL20 pmoK 0.2 
mmol/L^dNTP. 1 mmol/L MgS04. 5 ngOilMDNA^CF^l U<^K0D -Plus- Sr^tf^frtr. 
^#i^» : S:^bT94t:^T15#K, 50*CKT30#fI^ 68"C^T 1 ^KOSSt^ ^ )V 
X'35m^^ %LtZ68X;X~7frm'i >^f^- h L£ 0 PCR^^^QIAquick PCR Purificat 
ion Kit (QIAGEN) *ffiv^ Jf7 H#«{:tV'DNAijt^ilLfco ^ZlPCR^i3 
^Xitl vL<0&n—?CR£.J&.ttotsXV2 UOK0D -Plus- 100 mLORJSti^TS*94 

rtcri5»Ki, 50x:tcT30#F^. 68*c^-c \frm<oMM*M tfrx-mj h l 

> 68V-C5^-m^ V L7tm> ^PCRT^-f ^-^r40 pmol-fo»L7t 0 ScV>T 

mfiF^ 2 0 0 4 — 31 1 
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„ m~ ?CRtWl— tf>#M$CT35HJ<DPCRS:fT^ PCR&jft»*1.2%7#n-;*y>i/JM«MH> 
$$Wt*»»Lfco *=PCRJ±K5z:PCR&jR4&i:#PCRy9'f -v-fcSrfflv^T, H§=lPCRfc 

10 0 8 31 

Lfco fflMt7tDNA^BamHI^J:y f HindIII-em'fbi-^^<ttcJ: M9k L-fcHEFfm^:? 
*-HEF-VH-g y lJ:*r^n-^>^L, &glB?!l£&5eLrt:o JE Lv*HfilVffiJaW>7 5 ^ 
KBByiJ**1-*DNABf>T-*^tfr9^5 K*HEF-huM2H2.1#3t^L^o ^7°9^5 FHEF 
-huM2H2. 1#3 * ft & H#|V«0 75 ^ m@S^J & <fc xmmmM * @e^J#-^30 K7F-f 0 
[0 0 8 4] 

(2) Khi\MEL-2%L#.m<vmm 

^9*MABI^2jft#OL$tVfIi£i2*n- ^#*83. 8%(D&m&*7FVtz 0 i<OH> CDR3<?> 
■*MX**^LV>fc >#l#HSJC11VJ (Kennedy M. A.. J. Exp. Med, 173 (4), 1033-1036, 1 
991) fiM^fflv^itilfco fc MUlABL^frLgl 5>a>" 1.1" ) fc*5V> 

FRl^<bFR4£ Tttk >^HSJCllVjOFRl^'bFR4tiWJ— C* (9. ^ L-TCDRli^ t> *M 
ABL-2^#^L$rviM^ i rOCDRtiBj-t L/co LeaderlB^ij ii k htfc#HSJCllVJ<Dfc OfcJBV* 

[0 0 8 51 

k MfcMABL-2ifrfcIJI v a >" 1.1" ) SrP CRfe(-ili CDR^ 777-/ ✓'^I'J: 
«J ffcfi Lfco ^kMABL-2*rC($:LiI (A - v> a > " 1.1" ) Of^lO fcUffl * U 
^DNAtffifflLfco ^/&*'J =H)NA , HuMLalS (E#|#-S-31) &£MiMLa3S (E?a#-^32) 
li-fe>.XDNAE5!)**rU HuMLa2AS (IB^J#"t33) &miuMLa4AS (BB?iJ#-^34) {±T> 

^-36) 1±&$L * U rfDNA, HuMLalS^ 0*HuMLa4AS Utny'-^t^o 
[0 0 8 61 

PCRii. K0D -Plus- (3K#«&1±) Sr^vv 100 mLOK^m^i*^* V ^DNA HuMLalS 
„ HuMLa2AS> HuMLa3S*3 X tfHuM^ASfc^ttWS pmoK 0.2 mmoi/LOdNTPifctf^ UOK0 
D -Plus- ^^tr^#T% mtmffift.*&ML"C94XHZXlS&Nl, 501C^-C30#W. 681C 
\ZX 1 $HBIOiSJt9-'f ^;H?5 Hfro7to ££>£40 pmol "79 >f ^-HuMLS&c^HuML 

AS* in*., 9 fr^Zmftofto PCRftt<-<fc '9iii|ilL7tDNA|ff>i" : Srl.2%T^f d 

[0 0 8 7] 

426 bpftODNA|ff>i-^^-*i-^T^fn-^.it^OTf9. QIAquick PCR Purification Kit 
(QIAGEN) fcfljv^ h«#©»*Kt£v>D N AWr)n*mM Ltz 0 »SUDNA*i 
*y-.fl/-eifcJR$-#fc^ 10 mmol Tris-HCl (pH7.4) , 1 mmol/L EDTA?#?&50 mUC$&# 
Lfco ft «b tLfePCRatSii^W BamHIfc «fc tFHindlll-CM'fb-f <& i t J: *) WWkLtztiEF 
3&3t<^ *-HEF-VL-gA:l (W092/19759) tC^T'^n-^^^L, * 8Mfe L „ 

jELV»L«VflWW>T5 yBfeE^Jfc^aDNABrJtfcS-tr:/?;* 5 K*HEF-huM2Ll.l#3fc*fr 
£ Lfco #7 9 * 5 KHEF-huM2Ll. l#3tc#t ti&LilV^OT 5 ^ ItE^I* <£ O^SSB^J 
=S:@S9!l#-^37tc:^i-o 
[0 0 8 81 

Ml34ABL-2&#L$£V^i&tf>#^-i?a ^1.2, 1.3, 1.4, 1.5*JSLT© i "5 ^ LTft» 

KfStff-LfcHuMLbS (E#J#-§-38) is J: l^HuMLbAS (SB^iJ#-t39) £fljv>> ^7^5 KHEF-h 
uM2Ll.l#3*«lffiDNAfc LT, PCRffifc i <9 U 7^*3 KHEF-huM2L1.2#l£ft*:o * 
7*7 7. 5 KHEF-huMZLl. 2#1 *l*L«V«*<0 7^7 m@B^!|i3 <£ ^jft^^O SrBB^J#-f- 
40iC^-fo 
[0 0 8 9] 

2 0 0 4 — 3 1 1 
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2> &0 HfSif" LfcHuMLcS (BB?iJ#^41) £ J: IffluMLcAS (@e^(l#-^42) Srfflv^ ^9-^^ 
KHEF-huM2Ll . 1#3 £ ^gJDNA t Lt, PCRft fc: J: it OB U 7* 9 * 5 KHEF-huM2Ll . 3#1 £ # 
Tto * ~f<y * 5 KHEF-huM2Ll. 3#1 te&i ti2> U»V«*<?3 T 5 BfflB?»l*5 «t OT&^SB^J £ 12 

[0 0 9 0] 

■ — 'J a >1.4TOI77 -f "7-<t 7x-;VT9-> a v > 

£ i 9 Ki£ftL*:HuMLdS (S5*nj#-5§-44) £ i Z/HuMLdAS (IB?!)#-5§-45) SrJB^. /7^5 
KHEF-huM2Ll.l#3^flSDNAt LT, «fc <9 ^iffi U KHEF-huM2L1.4#lfcf» 

fco *7°7^5 FHEF-huM2Ll. 4#l^-^-$ ft£LgiV^O m@B^J£ £ tm^IB?!) £ IB 

^!l#^-46^^-to 
[0 0 9 1 J 

ICfSftL^HuMLeS (SB?'J#-§-47) jSimiuMLeAS (15^-^48) tfflv* N 79*5 KHEF-h 
uM2Ll. l#3£#SMDNAi Lt, PCR&K £ ^AIU /775 KHEF-huM2L1.5#l£#*:o * 
■7*7 * 5 KHEF-huM2Ll. 5#1^£ i%2>Lmvmm<DT 5 7 m@e^J*5 * ^»ge^»J £l2?iJ#-t 
49^^-t- 0 

[0 0 9 2] 

(ii) 2cfc7*-f'f> 

t: h bMABL-2*fi;#yi tov^t, FR2?) WYLQ-PGQSP— LIY v> 3 ©5^0 <D mf * L , W 
mmm'&^mVfZo £<D9*>> *gpgi£Oftfci«^o*:t: h&#:i802359A (Pascual V. <b 
, J. Immunol., 146(12), 4385-4391, 1991) fi*OFR£ffl £ fc.Lfco MbhuM2 
Jftflajl^-y a >" 2.1" Ki5V»t\ FRl^e>FR4t "Ctit h#i/fcl802359AOFRl^fbFR4£ 

-C^> >9 x -e LTCDRti^ <7 *MABL-2^#OLigV^:W<aCDRi: W— fctfco 1802359A 
©LeaderK5!lW«att**»o7tfe*. l^ff^ >tfv^;k h#L#HSJCllVJ<7> 4 

[0 0 9 3] 

\L MtMABL^-fclJt^-v^ 2.1" tt>t-5>9 >" l.l" <7)FR2<Z><^£t: h#i#:i802 
359AOFR2^«&Lfc't-S>3 >2. 0££tl>DNAfc Ltfflv>fc 0 

£1% a >'2.0ttS£*]R^'9^v-t Ut MtMABL-2*rL#L$t^-y 3 >" 1.1 

" OFR2^H b$L#1802359AOFR2H^M-t^> «t 9 t*«EW"LfcHuMLfS (SB?U#-^50) JSilF 
HuMLf AS (BB#|#-S§-51) * ffi v*, 7*7^5 KHEF-huM2Ll . 1#3 * ttSlDNA tLT> PCR& K «fc 
OUWU ^7^. 5 KHEF-huM2L2.0#l£#fc o ^-/v*? KHEF-huM2L2.0#1^^4 ft*L 
«V««<^ 75; m@e^Ji5 i lFaa6fiB3?(l «rE?ll#-^52K:^-ro 
[0 0 9 4] 

jbMABL-2fet#LM^ > - v a 2.1" £P C RfeK J: & CDR^ 9 7 -f 4 X 
DfERLfco MbMABL-2fevfrH#t 3 > n 2.1" ) ©flsSOfcafceffi^-frJ** U 

rfDNA (PCR79^-) Sr-filfflLfco -frJft*V =H)NA ^ HuMLS (fB?W^35) , HuMLgSO 
(@H^!j#-^53) . HuMLgS (Sfi?iJ#-^54) fi-b D N A@S^Jt^L> HuMLAS (BB^!j#-^3 
6) . HuMLgASO (ie^!l#^-55) , HuMLgAS (12^J#-t56) «7>f -ty^DNA^JS-f f 

[0 0 9 5] 

%— PCR^-e{i^;OPCRy9>f -7-<7>^.^t>-^^T. HEF-huM2L2.0#l^r^SDNAi: L 
TfflV^fCo HuMLS/HuMLgASO, HuMLgS0/HuMLgAS> HuMLgS/HuMUS^TPCR^^TV^ #PCR^:J& 
»4:«l«Lfeo ^^huM2L2. 1-1, huM2L2. 1-2. huM2L2. 1-3* -Zrti^tiJrtlb i#<^)ffi 
7 9*>yj PCRy9W-7-HuMLStHuMUS**Dx.T, t: MbMABL-2#t# 

Ltt 2.1" ) fca- Ki-*^ftDNA*Ji*BLfc (^-PCR) o 

[0 0 9 6] 

£— PCRKHffciSV^Ts 50 mL^S/SS-a-^^PCRy^-f -v-?r-?-tt-rtL20 pmoK 0.2 
mmol/LOdNTP, 1 mmol/L MgS04. 5 ngO^lJDNA&UH-l UOK0D -Plus- *#tf#^t?> 

miE^F 2004-3 1 1974 3 
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ffittmffiWL*&m L-C94*C^T15#^> 50"CHT30IS>WI, 68*0 HT 1 ^HOiftK"^>f ^ 
t*35EI^fv^ ^{c68'C*e7^W >3r^^- V Lfco PCR^J&%£QIAquick PCR Purificat 
ion Kit (QIAGEN) £/Bv\ *y >«#Oft^^DNAiM-«:**Lfco »HPCR^^ 
v*T»±l mL«^^-^— PCR^^^iO 5 ^ UcDKOD -Plus-^^^-r^ 100 mMDKJ&M J k}fc*U 
X:KX15W, 50 < CK-r30fJ>lflk 68*CtC-C 1 ^MBJ^iSJE^'f 9 ;VC5HW h L 

. 68t:T-5^^ > Lfcffe, #PCRr9^^-*40 pmol"f o^JnL/Co ieV>T 

„ »-PCRi:R— 0*#KT35|aIOPCRS:ffv^ PCR£/&% (426 bp) ^1.2%7fn-xy 

[0 0 9 7] 

*ft3K L£ DN A SrBamHIfc £ tfHindIin??lHfr*a £ t K «fc *) ill tzVEF^M^ {7 * -H 
EF-VL-g*l^-9-r^n--^^L. «E3£H2#)«rft5£Lfco jELv^Vt^^TS 7BMB8I 
^^-r^DNAKfM-^^-tf^^^^ K«-HEF-huM2L2.1#lfc^L^o a£7*9;*5 KHEF-huM2L 

[0 0 9 8] 

(3) COS^M^O h7^X7x^ya> 

T * > v MABL-2^L#^C05-7,WM'e— ®tt e * ?c „ ft *> *)H^O-3§t£^t? tt , 

t b < bMABL-2#L<fl£H^3&5l^ * * - (HEF-huM2Hl . 1#1 , HEF-huM2Hl . 2#1 , HEF-huM2Hl . 3#2, 
HEF-huM2H1.4#l, HEF-huM2Hl. 5#1, HEF-huM2H2. 1#3) t 3^ ^USfm^ 9 -HEF-M2L3 
(W000/53634) fcOjft*^**^ Lao-iSttHSfli, > ^bMABL-2fiL#L^m^ 
(HEF-huM2Ll. 1#3, HEF-huM2L1.2#l, HEF-huM2Ll. 3#1, HEF-huM2L1.4#l, HEF-huM2 
L1.5#l, HEF-huM2L2. l#l) h*r**7 H0HEF-M2H3 (WO00/53634) fc Ojfi*^*?**, -ett 
-TtiFugene 6 Transfection Reagent (n^A • ^-f 7 ^7 7. -r y *) £JSV*TC0S-7 
ifflJ&fcHI$J&K»ALfco 1.5 x 10 5 «fi*l(»©^->J&JBJfil» (GIBC0) *^tfDMEM^« 
% (GIBC0) 2 mUC-C-Bfcig^LTto *£^^T-lBiFW£BD$-£fc. K2 mgi* 

ofcFugene 6 Transfection Reagent 6 mLSr^tfi^SlOO mL ODMEMig*f&£&lL*:o 3 
71C, 5JK»2<D&#T-?— 1% HT supplement (GIBC0) £^tfCH0-S-SFMIIig 

* (GIBC0) 2 ■L^*tt2Safe*fi 1 ofco 371C, 5XC02©*#T-C72l*W**Lfc^ i§#± 
ft***, at^*t:J:|?jWIJ!&tt^r*Kf*L, ELISAOifcjsi-fc'&Lfco 

[0 0 9 9] 

* 7 9 MABL-2^L#<7>— jSMSt tt •» * 7 9 Hit HEF-M2H3 1 3r 7 9 L#J£HEF-M2L3 £ JB T 
, tiTieo^t [WJ^iO^&iCi i9C0S-7«{- f7yX7x^ya>U #<b*Lrt:jg*± 
fitSrELISAKfltLfco 
[0 10 0] 

4 fc, t b >fkMABL-2fiL#: & SPAM" S 7fca6. H MbhuM2#£#Hm#&5i^ * — HEF-huM2H2. 
l#3tt b4fcMABL-2#i#Lgi3&^7 7 -HEF-huM2L 2A$lt(Dffi.fr&t>*£*m^-C, ml 15 
H*©:£ftfc.J: J?C0S-7*Hll&fc ^7^7x^va>U #fc*Lfci&aLLifr*ELI 
SAfc&Lfco 
[0101] 
(4) 

#<btL7t^oaSilJ^i±ELISA^ J: Vj^Jfo/co ELISAffl96^-/^- h (Maxsorp, NUNC 
).^t@«{^?77- (0.1 mol/L NaHCOs, 0.02% NaN 3 ) t'2 mg/mLOillfil 
L£-v7 7#Lt: b Kappa Light Chain (Zymed) 100 mLTfflffiffcU 300 mLc^f^y 7 
r- (50 mmol/L Tris-HCK 1 mmol/L MgCh , 0.15 mol/L NaCK 0.05% Tween20, 0.02% 
NaN 3 . 1% ^JflL»T^7*5 > (BSA) % pH8.l) t/n^^/^ ^^7^$fclit 

Pffia^iaK-c-f >^a^- b u«fe*ft, r;v*'J 7 *^7r^-«aiift-Y Affile t MgGfit 

# (Zymed) 100 mLfcflDx/Co iiaCT-f Y LVcWkdWi, 1 mg/mL<^^R^ ( 
Sigmal04. p--fD7x^'J>E SIGMA) «rinx.> &K405 nm-eO«S* v-f ^ 
□ •/I/- h U (Bio-Rad) -C8BlS£Lfco ^Siffl^T, ^ V*T- Kfc U*C. Vi MgGl, 

&iE4# 2004-311974 3 
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kappa (SIGMA) *fflv»jfc 0 
[0 10 2] 

(5) lih«©tttiS 

(i) stm^fs^oiiajg 

i^- h «y#7t*rrawiB^ v 7 7-1*3 n g/mLtf>»JEtciW» LrtrJrfiFLAGf/blfc (SIGMA) 100 
/(LtiMt^o 300 //LW<7 7r-tyDy + V^ 1 ^ g/nLOftgEKlfHI 
LfcFLAGtR*^r*Sll: bCD47 (WO00/53634) £100 ^LiDx., gifiTMI#IHH > * v 

tlM^^fc MgGSfrfc (Zymed) 100 ^L&ira&fco iSi:t^f>^a^l< 
, 1 mg/mLO*®^^ (Sigmal04, p--fn7x-jV'J>S> SIGMA) ZtiUk, 
nm-ewMgiv^ ^n-/l/- > 'J (Bio-Rad) TilBjgLfco 
[0 10 3] 

(ii) tt<frB«tiH£4>tt& 

ELISAJ8 96:* ^V-b * Sffl^b/t v ~7 r - -C3 - p g/mL?> jftJK fcfUK L fc-ffiFLAGgbfl: 

(SIGMA) 100 ^L-CHffl-fbU/io 300 /iW#iRAy7r-t7*n^>^, 1 ^ g/m 
LOMKl^tfcFLAGillTMt: hCD47 (W000/53634) £100 /iLjmx., MTM#lfl! 
^>3r^-->3 >L;fco «fe^m> 9#l#£ fctili Mfc^#£3&m$-£fcC0S-7iitt 
£>ig«_ty* £ RKftSR L O fc 0. 6 // g/mLO fcf * ^ >«mMABL-2 L fc#**r 

ioo ^L-foinx-fco ^fic-c^f/'^i^-M^m t;v* V 7*^7r tfMJ 

*h V^TtT^ (Zymed) 100 ^L«rjDx.feo gfifc-C'f >^fi^- h LifeM^^, 1 
mg/mLcOSK^ (Sigmal04> p-->D7x-;V'J>i, SIGMA) fcttliU #C»C405 nnrC 
(OWdtB.*-?* irxt-fV-YV-r- (Bio-Rad) fitL^o 
[0 10 4] 

(6) mmm 

(D t Yitnm^nm 

KfftH«A-y3>l.l, 1.2, 1.3*:** 9 L0 J £r&*^fc-£fc*frfcf-*> 
tlsISiK^t: hCD47M£-t&tt£?FL£ (HID o L*U MABL-2 J: & 14 

m^rnVtz (02) o iOJg*tt, 72&OT5 y »K 30#<59T 

[0 10 5] 

fcra<j!T?*o-fe (®3) mmmmtx ois^o-t (B4) 0 £<&fe*wt67ffi. 70&07 

[0 10 6] 

o yt-SJa ^2.1»±MABL-2fc J:S«fft-|flSfiMtT?t±#^ ?*nS#fc ««IW-e*o;fc (H5) 
[0 10 7] 

(ii) k: MfcUKoffNffi 

MfcLa><-S>a>l.l % 1.2, 1.3t^y ?H«ft&i&*^:h*fctt#ti=«fc 4«t?R 
f©t >CD47t-M1-^^m^^t7t^ ^>?^i^V^tt^Lfe (06) o 
MABL-2K J:«&j|S^ia#flHtT?tt=av*-fixt*^ 9gL#^Jfc^Tli^ofe (H7 

fflSE# 2004-3119743 



#M 2003-381406 



^-v : 22/ 



Bft«**q?^"f S 1 1 fc^jfct- * o 
[0 10 8] 

L^OFR2{iH#Ii: ^ interfaced ^/c^) (Chothia C. J. Mol. Biol. 186, 651-663, 
1985) Zbfrh, FR2<£CDRi£#OT$ yflfc^M^o a >1.4»i«»*> 7#L#fc 

IBl»&tt^®14*^Ufco a >1.5ttl.4J: fJij^ofc^ 1.1 J: Olfrofc. .(08 

) o #i^ia#«iaK^v^ fe^-v-y a >i.4«i.ij: 13 i>^:WKes:#u MflMfcd 1 * .* 9 
ifrfcKifioWs: (H9) o /<- v a >1.5{i#^ 5fiMfcJ: <9 Wt9! fej&»fcl5v*5&* % l.lKJt^ 
Sfc^atLTV^ (09) o Cl(7)^m{i^ii>9FR2{ifi^T'$)l9, #K4HS^ 42feS^ 

t ^ j wm&&m&<o m± ^>&mx%> a^mm ztitzo 

[0 10 9] 

U2fcJ:*lfr&lfi#fiH4«:^Lrt: (HI10) o dco^«tO, t; HCLili^'-ya >2.1T 
+^-e & & £ t T^Pg 3 *l o 
[0 110] 

( i i i ) H h flaiABL-^fr© M 

«r^LJt (Ull) o itLi«)> FRfcHLTH«U LSfti: *>l£-cD5c$&fc: h#vl£0@e?ij£8r3 

[0 111] 

*«J2 : Vi h ^MABL-lgt#0#^ 

N"i7*MABL-l#v& (WOOO/53634) {Cov^T t Mtfcfrofco •v?XMABL-l#L#£-*''> 
^MABL-2Sb^d*5tt<SCDRcOT^ ymse?0f±H^T?3^^ Uj|-T?4^*#l& & <DfrX~$> h 0 
i*LJ:»K ^*MABL-l^#Wfc Mb&^lS^f* CHifeMl] KjFLjtv**MABL-2gL 
#OZ^7'f'f > (huM2H^- 5; 3 >2. K huM2L2. V 3 f2. 1) £ t & £ 

[0 112] 

(1) \z vimBL-mfeHmomm 

MfcMABL-l#L#H$^-y a V" 2.1" <&ffcS<Z>fc#fc8'ffl«&#j£:a-y =a)NA4r«ffi L 
7t 0 =H)NA , HuMHS (@E?IJ#^5) , M1CH1MS (Se^J##58) „ M1CH2GS {WM^ 

59) , M1CH3SS (B2^iJ##60) fi-fe^DNAETflfc^TU M1CH1MAS (gS^J#^61) ^ MIC 
H2GAS (SE?iJ#-5§-62) , M1CH3SAS (@E^lJ#-^63) > HuMHAS (!E?iJ#-S§-6) li7>f-fe>^D 

[0 113] 

m~ PCR^PgTti^coPCRy^ >f v-<z>jfi#£-*Hi-fc:t\ HEF-huM2H2. l#3=Sr»MDNAi: L 
Tfflv^o 4ocoSJSHuMHS/MlCHlMAS^ M1CH1MS/M1CH2GAS, M1CH2GS/M1CH3SAS. M1CH3SS/H 

y-b>^'J ?CR7°7-i ^ -HuMHS t HuMHASfc in t: MbMABL-l#L#Hgi^- ^ a 

>" 2.1" fca- K-J-*^ftDNA*iH«Lrt: (^~PCR) o *Ufc«lfcEM*fcfrv^ HEFf&SI 
^^-HEF-VL-ggld^^n-^y^U tt*K?!l*8HeL;fco IE L V«VfI^<D 7 ^ 
y$?ie^£^1-&DNA»rJt&'£tf7 p 9* 5 K*HEF-huMlH2.1#li:#£Lfco ^zfyXS. KH 
EF-huMlH2. 1#1 * *L&HgMitO 7 S -/ mSB^liS «t ^|feB2^J *:K?!l#-£64fc7F-f o 
[0 114] 

(2) h-fbMABL-lfit#L^co«^ 

t MttlAHL-lSbflai*-*-- v a >" 2. 1" OftUVtztbizmn&jS,* V ^NAfc^ffl L?t 
o -frjfi* 1 ; HuMLS (IB3nj#-^5) ^ MICLlaS (Eyi)##65) (i-b>^DNAi2^J«:f 

t, MICLlaAS (@a^J#^-66) , HuMLAS (155>J#-^6) {±T>^-fe^^DNAgg^J$r^r1-^ 

o 
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[0 1151 

Sg— PCR^Pi-Cfi^PCRy^-f -7-<Dl*^ib*i:T, HEF-huM2L2. l#l£#|giDNAt L 
TfliWco HuMHS/MlCLl^ MlCLlaS/HuMLASKTPCR&fi^. #PCR&J»£*tS!i L£ 0 

MLAS^inx.T, \l ymm.-mmM^-v ^ y 2.1" £3- v^-^^mm^mm\,tz 

(^ZIPCR) o ^M^lltTO^Ifv^ HEFM5i^7 ^-HEF-VL-gKlK^^n-^y^L 
. }&»@B?|J ^^t^L^io IE L v>L&£V« <Z> T 5 ^ mi^J £ ^ll" & DNAgffJt £ ^ tf ^ 9 * 5 
K £HEF-huMlL2. 1#1 1 L 0 * 7 s 7 * 3 KHEF-huMlL2. 1#1 fc# £ *l £ L|ftVflWft<Z> T 5 

[0 116] 

(3) MfcMABL-l#L#<D3&£| 

f ? * — HEF-huMlL2. 1#1 1 h ^MABL-l£t#Lgi#£9l^ * * - 

HEF-huMlL2. 1#1 StJI^T. ±|BC0S-7«^O h 7 >A y ? -> a y O^jS&C^o T h 

[0 117] 

(4) t 

*7fiLtz (H12) o ttLil), FRKHtTlW, Lilt tm-05c^t h f£?!!£#o 
, t h -ffcMABL-l^O^lg^-C § /Co 

HJfe#l3 : KbMABL-l^> Mta«AJ^2ffi#©T# h-S^StfeSb* 

hO)47»^*&ALfcL1210»lli&*fflVN t MfcMAHL-lStfls MtMABL-2#i<{$:<?> 
T^h-vJ^feffcfflfcAnnexin-V (n->i • SfefeKi tfteWL 

fco Ml x 10 5 m^> #t fffifl^KC05-7*Bfl&^*±»*ffi#fe£fc L-C300 ng/mL, 1 
00 ng/mL, 33.3 ng/mL-f U 24fl*lfflJ&#L;fco -€"^>^ Annex in-VJfcfefcfrV^ FAC 

Scan^S (BECT0N DICKINSON) KTtbfcS&gfcMSgLfco t h CD47itfc?- £ S 

AL/cL1210«lc^Lv\«?B^^L^ (Hl3) » 

HJfcW : t MbMABL-ltfCteWt: MtMABL-2^fi3fc-##|Fv<9f£S!i 

(1) t h <bMABL-2*lL#— 3jc^Fv (HL5) ©ffeffi 
5 merO^yf-KU >*-*3&U N*^i [Hgft] - [L«] OJH & & <£ o K V 
Ul#*i&SLfcfc MbMABL-2#t#~:£#lF v (HL5) L-CffcRLfco ^ MtMAB 

L-2fit#HlftV«*s Xtffc h^bMABL-2«L#L«[V|R*«:-€-*L-P*LPCR&tc-Ci<J«L, 
^itCi^ H h >ftMABL-2^t#HL5 frfls* Lfco ti h ^UllABL-2t(t#HL5^^»<?5 
*t:4i©PCR^5^-7- (A~D) fcteJBLfco T^^-A, C tt-fe ^XSg^J^r^ 

[0 118] 

H«Vffiift0^ie>C3«r*'/9^v-Sal-huHS (/7^fv-A. @B?iJ#-5§-68) it, HfllV 
«*©N*S»«:3- Kt^DNA^-f^J XLiLoSal I fJPl^^Ml^^^^r^i" 
S<fcd Ktttt-Lfco TA$kVW$i.<Otzib<D®.l5-77 4 T-huMHAS-A (/y^fv-B, E?iJ# 
•§■69) tt. H«V**»C3|sj|*3-Kt*DNACMy';^XLloi;>»-tt 

[0 119] 

LmVW$L<Otz#><D'm-%7'U -7-X5-huLgS H2^J#-t70) l±, HgiV 

**OC5fe«*3-Kt4DNAICMr'J/'fXU Gly Gly Gly Gly 

Ser (@e^J#-§-72) ^<b^^5merU >-*-®j^^=7- KtSDN ABS^!I5:^ N J.O 
L«Vffi*©N*»*3 - KtiDNAKt-^-yj'W XdfcmtLizo L^VIg 
^(Ofc*<D^^7-f'V-NothuLAS (y?<fv-D, BS?lJ#-t : 71) L«V®*©C 

miF^ 2004-3 1 1974 3 
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[0 12 0] _ miHiAirij-rr 2o^£l£t^v\ ^ 

PCRM ( h uM2Db-lfeitFhuM2Db-2) **»^- * ^ 5 t- A^tFD fcUPifC 

u r:!vL. .^«-m .=*.-,_ ^A^#nNA«iu (^- pCR) ° f 

PCRWt tt. * V KH EF-huM2L 
TlmLWhuM2Db-iaO ! lnlLrohuM2Db-2, 2 UOK0D -™s * J * » y*^- V L, 



[0 12 3] 



_ K+* j!?f5 2 8 V»"i * KHEF-huMlL2. 1*1 (MM 2 *# 

jdt«5 : joeEIVWBliM'WtVWW. c(Fv) 2 OM 

« K> r A % L ^»^-«^sa« - t L« - c 

5 mer. 15 mer. 5 merO^T^- h J ' -'w ~7Li MkMAB L - 2^sc Fv 2* 

miE#2 004-3119743 
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#0,2 003-381406 /N ~ V ' 

7 v f- -fe > WM £ ^i" * ° 

OOirM-DNA (huM2Db-13fchuM2Db-24) **teLfc . 

ff t. ftfcDN AWJt * P C HO I" /■»!* 3 - WDNAffr^t,^ 

[01301 uonK o/r»frio hi-t MfcMABL-l#C#L^iV®:$ 

^^n^oE^^^M A ^l^c(Fv)2^ E ^^^* E 
101311 mSE#2 0 0 4-3 1 1 9 7 4 3 
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(4) CH0^14IKt<Ofi 

tuIfiMAB L-2tnI#HL5®.^s c (F v) 2 . M A B L -l3ft#HL5$tU f s c (F v ) 2 ^'E 
1tltt3§i&CHO«^£#&-r£*:#>. pCHOhuMlDb, pCHOhuMlscDb, P CH0huM2DK pCHOhu 
M2scDb^ * - £ C H Ottflftm L£o 
[0132] 

Gene Pulser^g (BioRadttM) Zm^X^ls? Y a >C J; 

9 CHUjmSa^fCfcjRLrio djna do^g) tPBSKiiL/iCHOiig (ixi 

0 7 *fflI&/mL) <Z)0.75 mL«:il^Lfc*»0**a^y HCi)D;U 1 . 5 k V> 2 5 // FO# 
1 0%<D*yis%3 i M&Lm*^-t&mM^ a -MEM^i (GIBCO BRUt 

m K-mt-tgrnLtzo -w%mk> it*j:?t£i&*u pbsct'j^ui, 10% 

W^«I|^tt^Wt« -MEMi&ife (GIBCO BRLtfcft) . *inx.i&*Ufco 
^^Wti-^TOMt hCD47*BIACQRE«fe>-9— f-^ ^CM5(Biacore AB) GC 7 5 ^* * 7 s 
> ^-CHJ&fb U K J: 9 # h fitz ? n - ®J& L fcJg*_L» 

MfcMABL- 1 &ZTf- 2^ffi^OHL5^.0 f s c (F v ) 2 <0jg£jfflU&**fc LtML 
fc 0 1 OnM methotrexate (SIGMA*±$!0 fc^tr&JfiLjftifcifcC H 0 - S - S FM II (GI 

bco matm iz xi%m&, mm±mzm#>. &<b&n k. ± «? iwit * l -chto 

[0 13 3] 

(5) th IbMABL-l ttb flattBL-2<OHL5;8.0 f sc (Fv) 2 <7)«iS 

HtflS (4) "C#e»*Lfei&S6±ft*e> % J ty^mtu^Ylfyy j ;N-f Ko^pvT 
^ F^dv^77^-, y;k6i^n-7 -<7)3o<7)X^&~ «fc 9 t MfcMAB 

L-lfcfc bfbMABL-20^tLWHL5St>'sc(Fv) 2 OfflM(ti-4aS)^ffo7to V>-f*LC>4a« 
RC*ttT«l**Lfc 0 t MtMABL-m^t: MfcMABL-2tf>jftv^ HL5&tfsc( 

t«i)T|amL^o H»±t b<bMABL-lSt#HL50^60||^co^^^L/Co 
[0 13 4] 

ig*±?f 0.02% Tween20£^f>20 mM WaMi- Y U *7 A5jg@$u pH 5. 5T?2feptwJjfr3RL 
fc^. 1 MftBft-epH*5.5ClBSiELfco 0.02% Tween20£^tf20 mM ifc®^ > V 9 

AiKffftU pH 5.5T?¥flHfcL;fcSP Sepharose Fast Flow column(T-v"> ^ A^M ^-^--f J. 

^IB-e, *7Ald%ifL/i^';^-/f- KtilHJU, &&*LfcH#fcSDS-PAGE-e5-*rL 
, HL5£O f sc(Fv) 2 &^tfIIfl-£iS*!>*: (1214) 0 
[0 13 5] 

m~ JmxWhfttzUL5%LV l sc(Fv)2m%-l±, 0.1 M NaG-mci i?pH 6.0-6.5O|6Hrt^ 
WftLfcflL -etL-TtLO.02% Tween20£#tfl0 mM'J ^HfcttflfflU pH 7.0T'¥ML/;^^f 
+ h*9A(BI0-RAD> *-f:/I, 20 ma) U P>J3i«-t?# 9 A 

(015) o 
[0 13 6] 

^-Xgt?#^tL/c#®^Sr-e-tL-rttCentriprep YM-10U U #7)-e»»U 0.02% Tw 
ee^O&^O.lS M NaCl£^tr20 BM5ft&»3lrftU pH 6. O^W'fk LrtrHiLoad 26/60 Superd 
ex 200 pg colxwniTTz/V A^M .x>X) ^ftsfll] L/c 0 -eft-TtL^ > fc? - ^ t L 

T*ffiLfc®#**»*B0-fcLfc (B16) o HL5t±s c(Fv) 2 1 1$ ^ ?m 

[0 13 7] 

ilL f;4ii Okh ^MABL-1^l#HL5^ J: tfsc (Fv) 2, U <fcMABL-2feL#HL5i3 X V?sc (F 
v) 2 (i. Superdex 200 PC 3.2/30 column(T^v* A/^>f ^-^4 Lfrffi<y)V 

miE#2 004-3119743 



M2 0 0 3-3 8 1 4 0 6 ^ y * 



Sfefefci ■JtfcftL'fco «1 x 10 tera^^i -f-olfe, Anne 



CO HRU±») t?2.5X 1 o 7 «/» L ^"^ k ^ L 1 %° o A*AT«^S C I D 
WafWB ffiSE#2 004-3119743 



#M2 003-381406 



^-v*: 28/ 



nmms : s-stt**x* MtMABL-2 hlso^ 

iril 4 (i)Cys44(VH) / Cys 100(VL). Cii)Cvs 105 (VH) / Cys UiVL) 
Ctcgaggaattcccaccatgggatggagctgtatcatcc 5F44-100 (**) (Si*J*^8W 

Gggggcctgtcgcagccagtgaataac 5R44-100 (@fi ^ J# ^82) 
Gggcagtcagtgtatacggccgtgtcgtcagatctgagac gctc 5R105-43 (13^82) 

Gggcaatgccttgagtggatgggatatatttatcc 3F44-100 ( KW «84) 
Tcattatttgatctcaagcttggt^^^ 

Tactattgtgctagagggggttactatacttacgacgactggggctgcgcaaccctggtcacagtctc 

I«ffiC3 : «*, V n*m*KS*>U DM ligation kit (Roche*) *fflv^**«« 
AGENtt) U ABI3100 Genetic Analyzer **to Tz 0 

MABL2 (SS44) * «fc lFphMABL2 (SS105) t * ^ fc + * • 

*S»WK200 mg/mU 400mg/mLK±l3\ SBtfc'fToTLo 

ffifE^ 2004-3119743 
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^-v: 29/ 



X (SIGMAttfQ £10 nM MTX. 400 mg/mL HygromaycinB^t>aMEM-FBST-2jlH^«Sr^TV^ 
10 nM Krffltt^tftSMiffco ifjasW^btLfe^i/KO^KISifeflctt, £<b 
KtfTX»fiE«:50 nM, 100 nM, 200 nJIK±l;J\ ftjfc«Jtw400 mg/mLOHygromacinB, 200 M<D 
MTX^^-tfaMEM-FBS^^T^ftL^o tt£-*«fc-*-**T»fflfc hCD47*BIAC0KB-te2'-9— 
f- y :/CM5(Biacore AB) 5 > * y 7V > rmtz®fe4t U J: «J # <b tttf: * 

•bl&iliftSSrJeSU i^%5i<7) ^ n - > £ t b < fcMABL-2 HL5 SS44& J: lfSSl05Ojg^»IJ!& 

[0 14 6] 

3) S-Sg^iAt MtMABL-2 HL5tf>&jt«<aig# 

±IB (2) X~nbtltzK MbMABL-2 HL5 SS4433 £ fl f SS105£>j^3s.$Bli&$fc£lOO nM MTX, 
400 mg/mL Hygromycin B^-^tfiElfiL?t^^CH0-S-SFII (GIBC0 BRLtt«) "C100 mLO* fc? 

7 9^3t?2aipjjg*L % iMktffofco m-fbb/im^te^*^^^, 1 l (mm 

£700 mU ) £tzl±8 LJ* fc?^- 7 9* 3 6L) te-ttl-Ptl 1 X10\ 1 X10 8 <7)*ffi 

Jft 3 Sfcli 7 0^«lT, *&*-L»*II|JRL;fco 
[0 14 7] 

(4) S-Sle^-S A fc: r -fbMABL-2 HLSOffiM 
JbfB (3) t?«e>nfei#*±»**e>, -ft^nvh^?7^-, ;W Kn#->7 
/<c* W f^D7h^97^-, ^OV^ii? D7f^y7^ — lc <fc l) t MtMAB 

L-2HL5<OSS44S:O f SS105ffl^(2a») fc^ofco v>-f *L<^2@^#b# *> 3r < III t^T?*! 

[0 14 8] 

^«±»ttx 0.02% Tween20£-g-tf20 mM St^"f h '^Attl*, pH 5.5t?2-»t^L 
1 Mf»CpH&5.5£i8?&Lfco 0.02% Tween20«r^tf20 mM b V 

pH 5.5-C¥fHfcLfcSP Sepharose Fast Flow column(T-=r v * A/M J- 

, ki MbMABL-2HL5<^SS44&l>*SSl05£^ifM#£**6tf:o 
[0 14 9] 

m—Xmx^htifzt MbMABL-2HL5tf>SS44*3 itFSS105i±, 0.1 M NaOH^i *)pH 6.0- 
6.5<Dmmftfcm&Ltz&.. -?-*L-P*L0.02% TVeen20£^tflO mMD pH 7.0^ 

sFflHfcLfc'W Kn*vT^>f b iJ *7 A (BI0-RAD. 71, 20 mnOKgsinU IWJiS® 

V 200 BM*T?lgJ»a9K±»f, *9Afc9£*FLfc# 

z>m%-tf&tti2>wfr*&>t>tzo 

[0 15 0] 

^-XS-C^^tL^m^^^tL-rttCentricon YM-10(5 U #T)-eifc8U 0.02% Twe 
en20^^0.15 M NaCl*-£tr20 mlSgllil, pH 6. 0T*¥$Hb L*:pH 6. OTWft LfcHi 
Load 16/60 Superdex 200 pg columnCr^^ * A;M j. Kflfebn Ltz Q #<b*t 

fclBfl-*SDS-PAGETfl-*f L B &?>* 0 V ^ Ftf*^ t H& * 4 y tf - * * Lfc 

[0 15 1] 

ffit£L/c23I»Ofc b lfcMABL-2HL5<7)SS44i3 «£ tfSSlOSfi, Superdex 200 PC 3.2/30 colu 
mn(T-^>^A^ 3r*y<< x.y^)*&j% \^^Y)V^^^f^fz 0 V*1**tfc tT- 
l,^tt±O^4^40 kDa^^LTt (IH23) 0 
[0 15 2] 

t h ^MABL-2HL5<7)SS44*3 <t C^SSlOSfijlTG t ^M7C^^SDS-PAGE^*f 0^*> M%3kft- 
Xltmonomer<D^M^LW (^J26 kDa) K%.—(D^> K£^U ^5lx^#t?{±dimer^^ 
(*5J45 kDa) O/O KfcasLfc (1224) o ^±(0^!:^^. t MbMABL-2 

HL5<7)SS44i5 <t tfSS105«— *H F v 02^f-* s S-S**T?tt'S > L/c ^-f v-t^Jii: 

ttliE^ 2004-3119743 
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mm 9 : s-s^mx t > km a b l - 2 ^miso in vi tro -e o 7 *° > - v * ft jgsfr 

m 

H hCD47i»f5^^»AL^L1210m. JOK-lM (#JT^M^f^ 3§flfM-fe>' 
£ffiv^ S-S^^At ><bMABL-2^#HL50T*°h->'^^)efP^^Annexin 
-V (n ^ ^. • 7 ->V' J* t" v ^fe-ek-j: vmm'L-fz 0 mmi x iU G iBH^ #37t#€:5 
0 nmol/L75^lO'fg#^1* 00.005 nmol/L$tr. i> L < fiSvftWftfr *3 frcPBS(-) ^r^jdn U 
24^^^#t^o Annexin-V^-fe^^fv^ FACSCaribur^tt (BECTON DICKINSON) 

MABL-2_HL5 SS44<Dt h CD47it{5^£2»A L*rL1210»^*j"f & 7*° h -'s^mm®^ 

[mm^mm&ra] 

[0 15 3] 

[01] Ullfi, t MbM^-^3 ^l.l, 1.2, 1.3£** 7 Lm^^^t>^tztfu 

IM2) !32&. £ MfcHlJt^-v3 ^l.l, 1.2. 1. 3t 9 LM* tzfo 
#{iMABL-2^<£S^^Pfl$@tt-eti^^-v a >1.2, 1.3i4*^ 9*ivffc £: {5(?^^|?E 

[113] H3(i. MtM^-v 3 >1.4. 1.5t*p< 7LM£m*^*>^£^f$:tf>*g 

IHI4] H4&, tf«^->'a>l.i 1.5t^r^ 7LiI^a^^fe-*/ciiL#:oM 

[(H 5 ] IU5Ji. t ><bH§I^^-v a V2.1i±^r^ 7tn:#i:iira^OMABL-2^J; 

[|H6] IH6{i:> MbLij£A-v 3 fl.U 1.2, 1.3£*^ 7Ym*®.fr&K>^tzm& 

[07] ®7Ji. t MbLg^-V3 ^1.1, 1.2, 1.3fc**9H8**&*#:b-frfc8t;# 

[138] S8{i, Vi MEUH*-S>h >1.4, 1.5fc** 9H«*&*'frfe*fcStflt«>d 
[B9] EI9li, t MfcL«U<-5>3 >1.4, 1.5£*^ ?H$&;ffi^;Mfc#L#<75 3 

[HI 0] UllOfi, MbLgt^-v 7 g V2.lt** { 7Um*®.fr&*>it*:$ifci^ * 

[Ull 1] Hlltt, MbHgSA-va >2.1b httSMsi-f? a > 2.1 
fcfc MfcMABL-2SMM±. ra««<BMM^2fc 4 £ 

i:^t777t^^ 

[HI 2] g|12li, MtHflS^-^a >2.1t H hflJI^-ya ^2. lSr^*^*^ 
fck: MfcMAHL-lSMJctt, 9gt#hMiKOIIABHH J: £ 

[HI 3] H13AW\ t: MbMABL-l#t#, BIlSBtt, t MbMABL-2^f£7&*fc: MAPitfc 

[014] BI14UU t h 'fbMABL-l SL#HL5^^CH0^Ife^^«±tt ^SP-Sepharose F. 
F. columns i *)»»URO^ n^r h ^yAT-^^o »il ***>tfe»fl*»i»»Mfl' 

[HI 5] H15«±. \a h-ffcMABL-1 «E#HL5©«l«aftgC*v*-r. SP-Sepharose F.F. 
column-ClfbtLTcli^^Hydroxyapatite column^ X «)ffiML?zm<D?v?' VP? A 

miE#2 004-3119743 



#12 0 0 3-3 8 1 4 0 6 : 31/E 

[RBI 6] H16tt. * MfcMABL-l »#HL5©«l«MiK*V»-C, Hydroxyapatite col 
umnT-# 6 *LfcH»*Superdex200 column^ <t * «» Lfc*© ^' 7 ^ 7 ^ 

[117] Hi 7tt% iSL/:«Ot MfcMABL-l^HL533 £ tfsc(Fv) 2 , K MHMB 

*li*42~kDa*. * > <fcMABL-2ft#HL5i3 J tfsc(Fv) 2 1±> *^-b©fl«»40 ma 

Wit] H18»±. »« L *= * > ^MABL-1^HL5£ i ^^S^S^f r S 
SDS-PAGEfl^Ott**^- HL5l±W*#i: ^ monomer^? " (»3 °, 

l^rtf^i. »«Lfcfc b <tMABL-2^HL5* i * 

SDS-PAGE*«f^«***-r- HL5»±W**fc *>monom«^fJ; 

-©;r/Kt^U sc(Fv) 2 &iW&#t&monomer<^^»te« (*^55 kDa) W 

'[H2 ofaMtt, H KkMABL-2ft#HL5RO r s c(Fv) 2 L ^HtMABL-l 

tt#HL5RO r s c (F v) 2 #IBLT4ll«lCmJB*»*i-* - * ***^* 
[@21] H21l±\ Hh>fbMABL-ltlL#sc(Fv)2^theJflL^^^^^H^v, 

[0 2 2] H22tt, S-S^iA^ MMABL-2 HL50^«*V^«Bt:**. 
@23] H23»±, SULfct M bMABL-2gu#HL5 SS44* J: ^SSlOSOSuperde, _ 200 

^l^T^S.^Sktf^ MfcMABL-2t»HL5 SS44* **SS105*« Sk*WB 

(»26 kDa) KW--<D^y K**U ^^^dimerO^fitett (*W5 kDa) 

^■Isf H^ttf* MfcMABL-2 HL5 SS44J3 ilft MfcMABL-2 HL5 #1S MAWMS 
^^$ALfcL1210»C«5E^i*t4 £ fc*sr$-^77T?**o 



ttlSE# 2004-3119743 
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^-v : 1/ 



VSffl&l 

<110> *fl*M*5*:&tt 
<120> H Mfc#LCD47ifrfc 
<130> 032175 
<160> 92 



<211> 133 
<212> DNA 

<213> Artificial Sequence 
<220> 

ctcaagcttc caccatggaa tggagctgga tatttctctt cctcctgtca ggaactgcag 
gtgtccactc ccaggtgcag ctggtgcagt ctggggctga ggtgaagaag cctggggcct 
cagtgaaggt ttc 133 



60 
120 



<210> 2 
<211> 133 
<212> DNA 

<213> Artificial Sequence 
<220> 

gtcttgagtg gatgggatat atttatcctt acaatgatgg tactaagtat aatgagaagt 
tcaaggacag agtcacgatg acccgggaca cgtccacgag cacagtctac atggagttga 
gcagtctcag ate 133 

<210> 3 
<211> 133 
<212> DNA 

<213> Artificial Sequence 
<220> 

tgtaaggata aatatatccc atccactcaa gcccttgtcc aggggectgt cgcacccagt 
gaataacatg gttggcgaag gtgtatccag atgecttaca ggaaaccttc actgaggccc 
caggcttctt cac 133 

<210> 4 
<211> 133 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 4 

cgcggatcca ctcacctgag gagacggtga ccagggttcc ttggccccag tegtegtaag 
tatagtaacc ccctctagca caataataga cggccgtgtc ctcagatctg agactgetea 
actccatgta gac 133 



<210> 5 
<211> 23 
<212> DNA 

<213> Artificial Sequence 



60 
120 



60 
120 



60 
120 



ffifE# 2004-3119743 
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2/ 



<220> 
<400> 5 

cccaagcttc caccatggaa tgg 23 

<210> 6 
<211> 23 

c\-i O. TYM A 

<213> Artificial Sequence 

<220> 

<400> 6 

cgcggatcca ctcacctgag gag 23 



<210> 7 
<211> 424 
<212> DNA 

<213> Mouse, Human 

<400> 7 ^ 



96 



192 



nta aaa tea age tgg ata ttt etc ttc etc ctg tea gga act gca ggt 
ifct Glu Tr? Ser T% lie Phe Leu Phe Leu Leu Ser Gly Thr Ala Gly 

gtc cac tec cag gtg cag ctg gtg cag tct ggg get gag gtg aag aag 
Val His Ser Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 10 

cct ggg gec tea gtg aag gtt tec tgt aag gca tct gga tac ace ttc 144 
Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

gec aac cat gtt att cac tgg gtg cga cag gec cct gga caa ggg ctt 
Ala Asn His Val He His Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 

30 35 40 

gag tgg atg gga tat att tat cct tac aat gat ggt act aag tat aat 240 
ITu 1% Met Gly Tyr He Tyr Pro Tyr Asn Asp Gly Thr Lys Tyr Asn 

50 55 bU 

gag aag ttc aag gac aga gtc acg atg acc egg gac acg tec acg age 288 
Glu Lys Phe Lys Asp Arg Val Thr Met Thr Arg Asp Thr Ser Thr Ser 

65 70 75 

aca gtc tac atg gag ttg age agt etc aga tct gag gac acg gec gtc 336 
Thr Val Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 

80 85 90 

tat tat tgt get aga ggg ggt tac tat act tac gac gac tgg ggc caa 384 
Tyr Tyr Cys Ala Arg Gly Gly Tyr Tyr Thr Tyr Asp Asp Trp Gly Gin 

95 100 105 

gga acc ctg gtc acc gtc tec tea ggt gag tgg ate cgc g 424 
Gly Thr Leu Val Thr Val Ser Ser 
110. H5 



<210> 8 
<211> 40 
<212> DNA 

<213> Artificial Sequence 
<220> 

mm%F 2004-3119743 
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<400> 8 

gacagagtca cgatgacctc agacacgtcc acgagcacag 40 

<210> 9 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 9 

ggtcatcgtg actctgtc 18 

<210> 10 

<211> 424 

<212> DNA 

<213> Mouse, Human 

<400> 10 

atg gaa tgg age tgg ata ttt etc ttc etc ctg tea gga act gca ggt 48 
Met Glu Trp Ser Trp He Phe Leu Phe Leu Leu Ser Gly Thr Ala Gly 

gtc cac tec cag gtg cag ctg gtg cag tct ggg get gag gtg aag aag 96 
Val His Ser Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 10 

cct ggg gec tea gtg aag gtt tec tgt aag gca tct gga tac acc ttc 144 
Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

gee aac cat gtt att cac tgg gtg cga cag gec cct gga caa ggg ctt 192 
Ala Asn His Val He His Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 
30 35 40 45 

gag tgg atg gga tat att tat cct tac aat gat ggt act aag tat aat 240 
Glu Trp Met Gly Tyr He Tyr Pro Tyr Asn Asp Gly Thr Lys Tyr Asn 

50 55 60 

gag aag ttc aag gac aga gtc acg atg acc tea gac acg tec acg age 288 
Glu Lys Phe Lys Asp Arg Val Thr Met Thr Ser Asp Thr Ser Thr Ser 

65 70 75 

aca gtc tac atg gag ttg age agt etc aga tct gag gac acg gec gtc 336 
Thr Val Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 

80 85 90 

tat tat tgt get aga ggg ggt tac tat act tac gac gac tgg ggc caa 384 
Tyr Tyr Cys Ala Arg Gly Gly Tyr Tyr Thr Tyr Asp Asp Trp Gly Gin 

95 100 105 

gga acc ctg gtc acc gtc tec tea ggt gag tgg ate cgc g 424 
Gly Thr Leu Val Thr Val Ser Ser 
110 115 

<210> 11 
<211> 40 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 11 



&m%e 2 0 0 4 



—3319743 



#H 2003-381406 
gcatctggat acaccttcac caaccatgtt attcactggg 40 

<210> 12 
<211> 18 
<212> DNA 

<213> Artificial Sequence 
<400> 12 

gaaggtgtat ccagatgc 18 

<210> 13 

<211> 424 

<212> DNA 

<213> Mouse, Human 

atg°gaa 3 tgg age tgg ata ttt etc ttc etc ctg tea gga act gca ggt 48 
Met Glu Trp Ser Trp He Phe Leu Phe Leu Leu Ser Gly Thr Ala Gly 

gtc cac tec cag gtg cag ctg gtg cag tct ggg get gag gtg aag aag 96 
Val His Ser Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 
ret ess sec tea gtg aag gtt tec tgt aag gca tct gga tac acc ttc 144 
Pro SS Ma Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 



^— v : 4/ 



15 20 25 



192 



acc aac cat gtt at t cac tgg gtg cga cag gee cct gga caa ggg ctt 
Thr Asn His Val He His Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 
on 35 40 ^° 

<rae tgg atg gga tat att tat cct tac aat gat ggt act aag tat aat 240 
Glu lS Met Gly Tyr He Tyr Pro Tyr Asn Asp Gly Thr Lys Tyr Asn 

50 55 ° u 

gag aag ttc aag gac aga gtc acg atg acc tea gac acg tec acg age 288 
Glu Lys Phe Lys Asp Arg Val Thr Met Thr Ser Asp Thr Ser Thr Ser 

65 70 75 

aca gtc tac atg gag ttg age agt etc aga tct gag gac acg gee gtc 336 
Thr Val Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 

80 85 
tat tat tgt get aga ggg ggt tac tat act tac gac gac tgg ggc caa 384 
Tyr Tyr C?s Ala Arg Gly Gly Tyr Tyr Thr Tyr Asp Asp Trp Gly Gin 

95 100 105 

gga acc ctg gtc acc gtc tec tea ggt gag tgg ate cgc g 424 
Gly Thr Leu Val Thr Val Ser Ser 
110 H5 

<210> 14 
<211> 39 
<212> DNA 

<213> Artificial Sequence 
<220> 

<400> 14 _ Q 

aatgagaagt tcaaggacaa agtcacgatg acctcagac 39 nn A 0 

^ miE#2 004-3119743 
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<210> 15 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400^ 15 

gtccttgaac ttctcatt 18 

<210> 16 

<211> 424 

<212> DNA 

<213> Mouse, Human 

ata°aaa 6 tse age teg ata ttt etc ttc etc ctg tea gga act gca ggt 48 
Set Glu Z Ser T% He Phe Leu Phe Leu Leu Ser Gly Thr Ala Gly 

' gtc cac tec cag gtg cag ctg gtg cag tct ggg get gag gtg aag aag 96 
Val His Ser Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 10 

cct ggg gec tea gtg aag gtt tec tgt aag gca tct gga tac acc ttc 144 
Pro G?y Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 
1R 20 25 

lb 192 



gec aac cat gtt att cac tgg gtg cga cag gec cct gga caa ggg ctt 
Ala Asn His Val He His Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 
30 35 40 

gag tgg atg gga tat att tat cct tac aat gat ggt act aag tat aat 240 
Glu Trp Met Gly Tyr He Tyr Pro Tyr Asn Asp Gly Thr Lys Tyr Asn 



30 35 40 45 

tat cct tac c 
: Tyr Pro Tyr L. 
50 55 60 

gag aag ttc aag gac aaa gtc acg atg acc tea gac acg tec acg age 288 
Glu Lys Phe Lys Asp Lys Val Thr Met Thr Ser Asp Thr Ser Thr Ser 

65 70 7 

aca gtc tac atg gag ttg age agt etc aga tct gag gac acg gec gtc 336 
Thr Val Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 

80 85 90 

tat tat tgt get aga ggg ggt tac tat act tac gac gac tgg ggc caa 384 
Tyr Tyr Cys Ala Arg Gly Gly Tyr Tyr Thr Tyr Asp Asp Trp Gly Gin 

95 100 105 

gga acc ctg gtc acc gtc tec tea ggt gag tgg ate cgc g 424 
Gly Thr Leu Val Thr Val Ser Ser 
110 115 

<210> 17 
<211> 39 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 17 

ttcaaggaca gagtcacget gacctcagac acgtccacg dy 



ffifE^ 2004-3119743 
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<210> 18 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 18 

cgtgactctg tccttgaa 18 

<210> 19 
<211> 424 
<212> DNA 

<213> Mouse, Human 
<400> 19 



atg 


gaa 


tgg age tgg 


ata 


ttt etc ttc 


etc ctg 


tea 


gga 


act 


gca 


ggt 


48 


Met 


Glu 


Trp Ser Trp 


He 


Phe Leu Phe 


Leu Leu 


Ser 


Gly 


Thr 


Ala 


Gly 




gtc 


cac 


tec cag gtg 


cag 


ctg gtg cag 


tct ggg 


get 


gag 


gtg 


aag 


aag 


96 


Val 


His 


Ser Gin Val 


Gin 


Leu Val Gin 


Ser Gly 


Ala 


Glu 


Val 


Lys 


Lys 








-1 1 




5 






10 










cct 


ggg 


gcc tea gtg 


aag 


gtt tec tgt 


aag gca 


tct 


gga 


tac 


acc 


ttc 144 


Pro 


Gly 


Ala Ser Val 


Lys 


Val Ser Cys 


Lys Ala 


Ser 


Gly 


Tyr 


Thr 


Phe 






15 






20 




25 












gcc 


aac 


cat gtt att 


cac 


tgg gtg cga 


cag gcc 


cct 


gga 


caa 


ggg 


ctt 


192 


Ala 


Asn 


His Val He 


His 


Trp Val Arg 


Gin Ala 


Pro 


Gly 


Gin 


Gly 


Leu 




30 






35 




40 










45 




gag 


tgg 


atg gga tat 


att 


tat cct tac 


aat gat 


ggt 


act 


aag 


tat 


aat 240 


Glu 


Trp 


Met Gly Tyr 


lie 


Tyr Pro Tyr 


Asn Asp 


Gly 


Thr 


Lys 


Tyr 


Asn 








50 






55 








60 






gag 


aag 


ttc aag gac 


aga 


gtc acg ctg 


acc tea 


gac 


acg 


tec 


acg 


age 


288 


Glu 


Lys 


Phe Lys Asp 


Arg 


Val Thr Leu 


Thr Ser 


Asp 


Thr 


Ser 


Thr 


Ser 








65 




70 








75 








aca 


gtc 


tac atg gag 


ttg 


age agt etc 


aga tct 


gag 


-gac 


acg 


gcc 


gtc 336 


Thr 


Val 


Tyr Met Glu 


Leu 


Ser Ser Leu 


Arg Ser 


Glu 


Asp 


Thr 


Ala 


Val 








80 




85 






90 










tat 


tat 


tgt get aga 


ggg 


ggt tac tat 


act tac 


gac 


gac 


tgg 


ggc 


caa 


384 


Tyr 


Tyr 


Cys Ala Arg 


Gly 


Gly Tyr Tyr 


Thr Tyr 


Asp 


Asp 


Trp 


Gly 


Gin 






95 






100 




105 












gga 


acc 


ctg gtc acc 


gtc 


tec tea ggt 


gag tgg 


ate 


cgc 


g 424 






Gly 


Thr 


Leu Val Thr 


Val 


Ser Ser 
















110 






115 



















<210> 20 
<211> 39 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 20 

gagcagtctc agatctgacg acacggccgt ctattattg 39 
<210> 21 

ItiWfM 2004-311 974 3 



#M 2003-381406 



7/ 



<211> 20 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 21 

cgtcagatct gagactgctc 20 

<210> 22 
<211> 424 
<212> DNA 

<213> Mouse, Human 

at^eaftgg age tgg ata ttt etc ttc etc ctg tea gga act gca ggt 48 
m G?u Tr? Ser tS He Phe Leu Phe Leu Leu Ser Gly Thr Ala Gly 

stc cac tec cag gtg cag ctg gtg cag tct ggg get gag gtg aag aag 96 
?S ms Ser ITn Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 ^ 

cct seg zee tea gtg aag gtt tec tgt aag gca tct gga tac acc ttc 144 
Pro SS Ma Ser Va? Lyi Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

acc aac cat gtt att cac tgg gtg cga cag gee cct gga caa ggg ctt 192 
Thr Asn His Val He His Trp Val Arg Gin A a Pro Gly Gin Gly Leu 
•30 35 ^ 

eas tgg atg gga tat att tat cct tac aat gat ggt act aag tat aat 240 
Z Tr? Me? fly Tyr He Tyr Pro Tyr Asn Asp Gly Thr Lys Tyr Asn 

50 55 DU 

gag aag ttc aag gac aga gtc acg atg acc tea gac acg tec acg age 288 
Glu Lys Phe Lys Asp Arg Val Thr Met Thr Ser Asp Thr Ser Thr Ser 

65 70 75 

aca gtc tac atg gag ttg age agt etc aga tct gae gac acg gec gtc 336 
Thr Val Tyr Met Glu Leu Ser Ser Leu Arg Ser Asp Asp Thr Ala Val 

80 85 90 

tat tat tgt get aga ggg ggt tac tat act tac gac gac tgg ggc caa 384 
Tyr Tyr Cys Ala Arg Gly Gly Tyr Tyr Thr Tyr Asp Asp Trp Gly Gin 

95 100 105 

gga acc ctg gtc acc gtc tec tea ggt gag tgg ate cgc g 424 
Gly Thr Leu Val Thr Val Ser Ser 
110 H5 



<210> 23 
<211> 35 
<212> DNA 

<213> Artificial Sequence 
<220> 

<400> 23 i _ 

gaagcctgggg cctcagtgcag gtttcctg taagg 35 



<210> 24 



tiiSE# 2004-3119743 



#H 2003-381406 



8/ 



<211> 39 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 24 

aaccatgtta ttcactggct gcgacaggcc cctggacaa 



39 



43 



<210> 25 
<211> 43 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 25 

gatgacctca gacacgtcca tcagcacagc ctacatggag ttg 

<210> 26 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 26 

cactgaggcc ccaggcttc 19 

<210> 27 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 27 

ccagtgaata acatggtt 18 



<210> 28 
<211> 49 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 28 

cgcggatcca ctcacctgag gagacggtga ccagggttgc ttggcccca 

<210> 29 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 29 

ggacgtgtct gaggtcatcg 20 



49 



<210> 30 
<211> 424 
<212> DNA 



miE# 2004-3119743 



#M2 003-381406 



9/ 



<213> Mouse, Human 

< 400 > 30 . ... _ ^_ „4-„ ««, art eca est 48 



96 



ftg gal tgg age tgg ata ttt etc ttc etc ctg tea gga act gea ggt 
Met Glu Trp Ser Trp He Phe Leu Phe Leu Leu Ser Gly Thr Ala biy 

gte eae tee eag gtg eag ctg gtg cag tet ggg get gag gtg aag aag 
7, , tt:_ e_ r.i„ vol r.in T^n Val Gin Ser Glv Ala Glu Val Lys Lys 

Vdi ins w*" ~ — ^ 

rrt «re ecc tea gtg eag gtt tec tgt aag gea tot gga tac acc ttc 144 
Pro Ify AU Ser Va! Gin Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

, j- 20 ^5 

acc aac cat gtt att cac tgg ctg cga cag gec cct gga caa ggg ctt 192 
Tnr Sn His Val He His Trp Leu Arg Gin A a Pro Gly Gin Gly Leu 

on 35 40 

; a2 tBB atg gga tat att tat cct tac aat gat ggt act aag tat aat 240 
S5 S Me? G?y Tyr He Tyr Pro Tyr Asn Asp Gly Thr Lys Tyr Asn 

50 55 0 

a aS aae ttc aag gac aga gte acg atg acc tea gac acg tec ate age *x> 
Glu Lys Pne Lyl Asp Arg val Thr Met Thr Ser Asp Thr Ser He Ser 

aca ecc tac atg gag ttg age agt etc aga tet gac gac acg gee gte 336 
Thr Ala Tyr Me? Glu Leu Ser Ser Leu Arg Ser Asp Asp Thr Ala Val 

tat tat tS get aga ggg ggt tac tat act tac gac gac tgg ggc caa 384 
Tyr Tyr Cys Ala Arg Gly Gly Tyr Tyr Thr Tyr Asp Asp Trp Gly Gin 

95 100 10 

gea acc ctg gte acc gte tec tea ggt gag tgg ate cgc g 424 

Ala Thr Leu Val Thr Val Ser Ser 

110 H5 

<210> 31 
<211> 130 
<212> DNA 

<213> Artificial Sequence 
<220> 

f fagene caccatgagg ctcectgetc agetcetggg gctget^tg rtctgffltcc 60 
caggctccag tggggatgtt gtgatgactc agtctecact ctccctgccc gtcacccttg 
gacagccggc 130 

<210> 32 
<211> 130 
<212> DNA 

<213> Artificial Sequence 
<220> 

c^casaggc caggccaatc tccaaggegc ctaatttata aagtttceaa ccgattttct 60 
ggfgSXg aSattcag cggcagtggg teaggcaetg atttcacact gaaaatcagc 120 
agggtggagg 130 

miE# 2004-3119743 
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<210> 33 
<211> 130 
<212> DNA 

<213> Artificial Sequence 
<220> 
<400> 33 



ggcgccttse asattggcct ggcctctgct gaaaccaatg taaataggtc tttccattac bo 
tgtgcacaag gctctgactt gatctgcagg agatggaggc cggctgtcca agggtgacgg l^o 
gcagggagag 130 



<210> 34 
<211> 130 
<212> DNA 

<213> Artificial Sequence 
<220> 

<400> 34 . fin 

cgcggatcca ctcacgtttg atctccagct tggtcccctg gccaaacgtg tacggaacat bU 
gtgtactttg agagcagtaa taaactccaa catcctcagc ctccaccctg ctgattttca i^u 
gtgtgaaatc 130 

<210> 35 
<211> 23 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 23 

ccaagcttc caccatgagg etc 23 

<210> 36 
<211> 23 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 23 

cgcggatcca ctcacgtttg ate 23 

<210> 37 
<211> 412 
<212> 
<213> 

<400> 37 n AQ 

atg agg etc cct get cag etc ctg ggg ctg eta atg etc tgg gtc cca 48 
Met Arg Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Pro 

ggc tec agt ggg gat gtt gtg atg act cag tct cca etc tec ctg ccc 96 
Gly Ser Ser Gly Asp Val Val Met Thr Gin Ser Pro Leu Ser Leu Pro 

-11 5 10 

gtc acc ctt gga cag ccg gec tec ate tec tgc aga tea agt cag age 144 
Val Thr Leu Gly Gin Pro Ala Ser He Ser Cys Arg Ser Ser Gin Ser 
15 20 25 

ffiaEH 2004-3119743 
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ctt gtg cac agt aat gga aag acc tat tta cat tgg ttt cag cag agg 192 
Leu Val His Ser Asn Gly Lys Thr Tyr Leu His Trp Phe Gin Gin Arg 

30 35 40 

cca ggc caa tct cca agg cgc eta att tat aaa gtt tec aac cga ttt 240 
Pro Gly Gin Ser Pro Arg Arg Leu He Tyr Lys Val Ser Asn Arg Phe 
45 50 55 bU 

^ rmi- cr+r rr» a a r am ttc atm ggc agt ggg tea ggc act gat ttc 288 
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

65 70 7:3 

aca ctg aaa ate age agg gtg gag get gag gat gtt gga gtt tat tac 336 
Thr Leu Lys He Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

80 85 90 

tec tct caa agt aca cat gtt ccg tac acg ttt ggc cag ggg acc aag 384 
Cys Ser ITn Ser Thr His Val Pro Tyr Thr Phe Gly Gin Gly Thr Lys 

95 100 105 

ctg gag ate aaa cgt gag tgg ate cgc g 412 
Leu Glu He Lys 

110 

<210> 38 
<211> 39 
<212> DNA 

<213> Artificial Sequence 
<220> 

<400> 38 on 
ccaggccaat ctccaaggct cctaatttat aaagtttcc .59 

<210> 39 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 39 

ccttggagat tggcctgg 18 

<210> 40 

<211> 412 

<212> DNA 

<213> Mouse, Human 

<400> 40 ¥ „ „ fo afa rtr. tog etc cca 48 



96 



atg agg etc cct get cag etc ctg ggg ctg eta atg etc tgg gtc cca 
Met S Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Pro 

e$rc tec agt ggg gat gtt gtg atg act cag tct cca etc tec ctg ccc 
G?y Ser sir §? Asp Val Val Met Thr Gin Ser Pro Leu Ser Leu Pro 

—11 5 
gtc acc ctt gga cag ccg gec tec ate tec tgc aga tea agt cag age 144 
Val Thr Leu Gly Gin Pro Ala Ser lie Ser Cys Arg Ser Ser Gin Ser 

15 20 25 

ctt gtg cac agt aat gga aag acc tat tta cat tgg ttt cag cag agg 192 

B ffiSE#2 004-3119743 
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Leu Val His Ser Asn Gly Lys Thr Tyr Leu His Trp Phe Gin Gin Arg 

30 35 40 

cca ggc caa tct cca agg etc eta att tat aaa gtt tec aac cga ttt 240 
Pro Gly Gin Ser Pro Arg Leu Leu He Tyr Lys Val Ser Asn Arg Phe 
45 50 55 60 

tct ggt gtc cca gac aga ttc age ggc agt ggg tea ggc act gat ttc 288 
w r.iv v a l Pro Asn kre Phe Ser Glv Ser Gly Ser Gly Thr Asp Phe 

65 " 70 75 

aca ctg aaa ate age agg gtg gag get gag gat gtt gga gtt tat tac 33b 
Thr Leu Lys He Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

80 85 90 

tgc tct caa agt aca cat gtt ccg tac acg ttt ggc cag ggg acc aag 384 
Cys Ser Gin Ser Thr His Val Pro Tyr Thr Phe Gly Gin Gly Thr Lys 

95 100 105 

ctg gag ate aaa cgt gag tgg ate cgc g 412 
Leu Glu He Lys 
110 

<210> 41 
<211> 39 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 41 

gaggatgttg gagtttattt ctgctctcaa agtacacat 39 

<210> 42 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 42 

ataaactcca acatcctc 18 

<210> 43 
<211> 412 
<212> DNA 

<213> Mouse, Human 

atg°agg 3 ctc cct get cag etc ctg ggg ctg eta atg etc tgg gtc cca 48 
Met Arg Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Pro 

ggc tec agt ggg gat gtt gtg atg act cag tct cca etc tec ctg ccc 96 
Gly Ser Ser Gly Asp Val Val Met Thr Gin Ser Pro Leu Ser Leu Pro 

gtc acc ctt gga cag ccg gec tec ate tec tgc aga tea agt cag age 144 
Val Thr Leu Gly Gin Pro Ala Ser He Ser Cys Arg Ser Ser Gin Ser 

15 20 25 

ctt gtg cac agt aat gga aag acc tat tta cat tgg ttt cag cag agg 192 
Uu Val His Ser Asn Gly Lys Thr Tyr Leu His Trp Phe Gin Gin Arg 

miE#2 004-3119743 
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30 35 40 

cca ggc caa tct cca agg cgc eta att tat aaa gtt tec aac cga ttt 240 
Pro Gly Gin Ser Pro Arg Arg Leu He Tyr Lys Val Ser Asn Arg Phe 
45 50 55 60 

tct ggt gtc cca gac aga ttc age ggc agt ggg tea ggc act gat ttc 288 
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

65 70 75 

aca ctg aaa ate age agg gtg gag get gag gat gtt gga gtt tat ttc 336 
Thr Leu Lys He Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Phe 

80 85 90 

tgc tct caa agt aca cat gtt ccg tac acg ttt ggc cag ggg acc aag 384 
Cys Ser Gin Ser Thr His Val Pro Tyr Thr Phe Gly Gin Gly Thr Lys 

95 100 105 

ctg gag ate aaa cgt gag tgg ate cgc g 412 
Leu Glu He Lys 
110 

<210> 44 
<211> 39 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 44 

aagacctatt tacattggta ccagcagagg ccaggccaa 39 

<210> 45 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 45 

ccaatgtaaa taggtctttc 20 

<210> 46 

<211> 412 

<212> DNA 

<213> Mouse, Human 

<400> 46 

atg agg etc cct get cag etc ctg ggg ctg eta atg etc tgg gtc cca 48 
Met Arg Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Pro 



ggc tec 


agt 


ggg gat 


gtt 


gtg atg act 


Gly Ser 


Ser 


Gly Asp 


Val 


Val Met Thr 






-1 1 




5 


gtc acc 


ctt 


gga cag 


ccg 


gee tec ate 


Val Thr 


Leu 


Gly Gin 


Pro 


Ala Ser He 




15 






20 


ctt gtg 


cac 


agt aat 


gga 


aag acc tat 


Leu Val 


His 


Ser Asn 


Gly 


Lys Thr Tyr 


30 








35 



cag tct cca etc tec ctg ccc 96 
Gin Ser Pro Leu Ser Leu Pro 
10 

tec tgc aga tea agt cag age 144 
Ser Cys Arg Ser Ser Gin Ser 
25 

tta cat tgg tac cag cag agg 192 
Leu His Trp Tyr Gin Gin Arg 
40 



mwm 2 0 0 4 



-3119743 
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cca ggc caa tct cca agg cgc eta att tat aaa gtt tec aac cga ttt 240 
Pro Gly Gin Ser Pro Arg Arg Leu He Tyr Lys Val Ser Asn Arg Phe 
45 50 55 

tct ggt gtc cca gac aga ttc age ggc agt ggg tea ggc act gat ttc 288 
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 
65 70 75 

4.„ „„„ v.™ aia aaa crr.t eras eat gtt gga gtt tat tac 336 

Thr Leu Lys He Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyi 

80 85 90 

tec tct caa agt aca cat gtt ccg tac acg ttt ggc cag ggg ace aag 384 
Cys Ser Gin Ser Thr His Val Pro Tyr Thr Phe Gly Gin Gly Thr Lys 

95 100 ^ 105 

ctg gag ate aaa cgt gag tgg ate cgc g 412 
Leu Glu He Lys 
110 

<210> 47 
<211> 39 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 47 

cctatttac attggtttctg cagaggecag gccaatctc c!y 

<210> 48 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 48 

gaaaccaatg taaataggtc 20 

<210> 49 
<211> 412 
<212> DNA 

<213> Mouse, Human 

<400> 49 . 48 



atg agg etc cct get cag etc ctg ggg ctg eta atg etc tgg gtc cca 
Me? aS Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Pro 

eer tec agt ggg gat gtt gtg atg act cag tct cca etc tec ctg ccc 
G?y Ser Ser S? Asp Val Val Met Thr Gin Ser Pro Leu Ser Leu Pro 

gtc ace ctt gga cag ccg gee tec ate tec tgc aga tea agt cag age 
Val Thr Leu Gly Gin Pro Ala Ser He Ser Cys Arg Ser Ser Gin Ser 

15 20 25 

rtr etc cac agt aat gga aag ace tat tta cat tgg ttt ctg cag agg 
£u Val ml Ser Asn G?y ^ Thr Tyr Leu His Trp Phe Leu Gin Arg 

30 35 40 

cca ggc caa tct cca agg cgc eta att tat aaa gtt tec aac cga ttt 



96 
144 
192 
240 
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Pro Gly Gin Ser Pro Arg Arg Leu He Tyr Lys Val Ser Asn Arg Phe 
45 50 55 60 

tct ggt gtc cca gac aga ttc age ggc agt ggg tea ggc act gat ttc 288 
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

65 70 75 

aca ctg aaa ate age agg gtg gag get gag gat gtt gga gtt tat tac 336 
Thr T«i T.vs He Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

80 85 90 

tgc tct caa agt aca cat gtt ccg tac acg ttt ggc cag ggg acc aag 384 
Cys Ser Gin Ser Thr His Val Pro Tyr Thr Phe Gly Gin Gly Thr Lys 

95 100 105 

ctg gag ate aaa cgt gag tgg ate cgc g 412 
Leu Glu He Lys 
110 

<210> 50 
<211> 40 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 50 

cagaagecag gccagtctcc aagactcctg atctacaaag 40 

<210> 51 
<211> 40 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 51 

ggagactggcc tggcttctg cagataccaa tgtaaatagg 40 

<210> 52 
<211> 412 
<212> DNA 

<213> Mouse, Human 

<400> 52 . q 

atg agg etc cct get cag etc ctg ggg ctg eta atg etc tgg gtc cca 48 
Met Arg Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Pro 

ggc tec agt ggg gat gtt gtg atg act cag tct cca etc tec ctg ccc 96 
Gly Ser Ser Gly Asp Val Val Met Thr Gin Ser Pro Leu Ser Leu Pro 

-115 10 
gtc acc ctt gga cag ccg gec tec ate tec tgc aga tea agt cag age 144 
Val Thr Leu Gly Gin Pro Ala Ser He Ser Cys Arg Ser Ser Gin Ser 

15 20 25 

ctt gtg cac agt aat gga aag acc tat tta cat tgg tat ctg cag aag 192 
Leu Val His Ser Asn Gly Lys Thr Tyr Leu His Trp Tyr Leu Gin Lys 

30 35 40 

cca ggc cag tct cca aga etc ctg ate tac aaa gtt tec aac cga ttt 240 
Pro Gly Gin Ser Pro Arg Leu Leu He Tyr Lys Val Ser Asn Arg Phe 

fchsE# 2004-31 19743 
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45 50 55 60 

tct ggt gtc cca gac aga ttc age ggc agt ggg tea ggc act gat ttc 288 
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

65 70 75 

aca ctg aaa ate age agg gtg gag get gag gat gtt gga gtt tat tac 336 
Thr Leu Lys He Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

80 85 90 

tgc tct caa agt aca cat gtt ccg tac acg ttt ggc cag ggg ace aag 384 
Cys Ser Gin Ser Thr His Val Pro Tyr Thr Phe Gly Gin Gly Thr Lys 

95 100 105 

ctg gag ate aaa cgt gag tgg ate cgc g 412 
Leu Glu He Lys 
110 



<210> 53 
<211> 54 
<212> DNA 

<213> Artificial Sequence 
<220> 

<400> 53 , t , i 

cagtctccac tctccctgcc cgtcacccct ggagagcegg cctccatctc ctgc 



54 



<210> 54 
<211> 39 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 5 

gggtggaggc tgatgatgtt ggaatttatt actgctctc 



39 



<210> 55 
<211> 48 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 55 

cagggagagt ggagactgag tcatcacaata tccccactg gagectgg 



48 



<210> 56 
<211> 22 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 56 

ccaacatcat cagcctccac cc 22 



<210> 57 
<211> 412 
<212> DNA 

<213> Mouse, Human 
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atg°agg 7 ctc cct get cag etc ctg ggg ctg eta atg etc tgg gtc cca 48 
Met Arg Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Pro 

ggc tec agt ggg gat att gtg atg act cag tct cca etc tec ctg ccc 96 
Gly Ser Ser Gly Asp He Val Met Thr Gin Ser Pro Leu Ser Leu Pro 

-1 1 5 10. 

gtc acc cct gga gag ccg gec tec ate tec tgc aga tea agt cag age 144 
Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arg Ser Ser Gin Ser 

15 ' 20 25 

ctt gtg cac agt aat gga aag acc tat tta cat tgg tat ctg cag aag 192 
Leu Val His Ser Asn Gly Lys Thr Tyr Leu His Trp Tyr Leu Gin Lys 

30 35 40 

cca ggc cag tct cca aga etc ctg ate tac aaa gtt tec aac cga ttt 240 
Pro Gly Gin Ser Pro Arg Leu Leu He Tyr Lys Val Ser Asn Arg Phe 
45 50 55 60 

tct ggt gtc cca gac aga ttc age ggc agt ggg tea ggc act gat ttc 288 
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp me 

65 70 75 

aca ctg aaa ate age agg gtg gag get gat gat gtt gga att tat tac 336 
Thr Leu Lys He Ser Arg Val Glu Ala Asp Asp Val Gly He Tyr Tyr 

80 ~ 85 90 

tgc tct caa agt aca cat gtt ccg tac acg ttt ggc cag ggg acc aag 384 
Cys Ser Gin Ser Thr His Val Pro Tyr Thr Phe Gly Gin Gly Thr Lys 

95 100 105 

ctg gag ate aaa cgt gag tgg ate cgc g 412 
Leu Glu He Lys 
110 

<210> 58 
<211> 38 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 58 

ccttcaccaa ccatgttatg cactggctgc gaeaggee 38 

<210> 59 
<211> 38 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 59 

ataatgagaa gttcaagggc agagtcacga tgacctca 56 



<210> 60 
<211> 38 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<400> 60 

tgctagaggg ggttactatt cttacgacga ctggggcc 

<210> 61 
<211> 20 
<212> DNA 

,oi Art i f i c i 2.1 Seo.u? nrp 

<220> 

<400> 61 

ataacatggt tggtgaaggt 20 

<210> 62 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 62 

ccttgaactt ctcattatac 20 

<210> 63 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 63 

atagtaaccc cctctagca 19 

<210> 64 
<211> 424 
<212> DNA 

<213> Mouse, Human 

atg°gaa 4 tgg age tgg ata ttt etc ttc etc ctg tea gga act gca ggt 48 
Met Glu Trp Ser Trp He Phe Leu Phe Leu Leu Ser Gly Thr Ala bly 

gtc cac tec cag gtg cag ctg gtg cag tct ggg get gag gtg aag aag 96 
Val His Ser Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 
cct ggg gec tea gtg cag gtt tec tgt aag gca tct gga tac acc ttc 144 
Pro G?y Ma Ser Val Gin Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

acc aac cat gtt atg cac tgg ctg cga cag gee cct gga caa ggg ctt 192 
Thr Asn His Val Met His Trp Leu Arg Gin Ala Pro Gly Gin Gly Leu 
30 35 40 

gag tgg atg gga tat att tat cct tac aat gat ggt act aag tat aat 240 
GTu Trp Me? Gly Tyr He Tyr Pro Tyr Asn Asp Gly Thr Lys Tyr Asn 

50 55 
gag aag ttc aag ggc aga gtc acg atg acc tea gac acg tec ate age 288 
Glu Lys Phe Lys Gly Arg Val Thr Met Thr Ser Asp Thr Ser lie Ser 
65 70 75 

mffl&2 004-3119743 
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aca gcc tac atg gag ttg age agt etc 
Thr Ala Tyr Met Glu Leu Ser Ser Leu 

80 85 
tat tat tgt get aga ggg ggt tac tat 
Tyr Tyr Cys Ala Arg Gly Gly Tyr Tyr 
95 100 

^ + rr rrfo orr atr tC.C tC3 fffft 

^V^CL Ct\^V» ^ *-& *** O ' 

Ala Thr Leu Val Thr Val Ser Ser 
110 H5 



aga tct gac gac acg gcc gtc 336 
Arg Ser Asp Asp Thr Ala Val 
90 

tct tac gac gac tgg ggc caa 384 
Ser Tyr Asp Asp Trp Gly Gin 
105 

gag tgg ate cgc g 424 



<210> 65 
<211> 39 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 65 

acagtaaggg aaacacctat ttacagtggt atetgeaga 39 

<210> 66 
<211> 39 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 66 

ataggtgttt cccttactgt gcagaaggct ctgacttga 39 

<210> 67 
<211> 412 
<212> DNA 

<213> Mouse, Human 

<400> 67 cca 



96 



atg agg etc cct get cag etc ctg ggg ctg eta atg etc tgg gtc cca 
Met Arg Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Pro 

ggc tec agt ggg gat att gtg atg act cag tct cca etc tec ctg ccc 
Glv Ser Ser Gly Asp He Val Met Thr Gin Ser Pro Leu Ser Leu Pro 

-11 5 1° 

gtc acc cct gga gag ccg gcc tec ate tec tgc aga tea agt cag age 144 
Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arg Ser Ser Gin ber 

15 " 20 25 

ctt ctg cac agt aag gga aac acc tat tta cag tgg tat ctg cag aag 192 
Leu Leu His Ser Lys Gly Asn Thr Tyr Leu Gin Trp Tyr Leu Gin Lys 

30 35 40 OACi 

cca ggc cag tct cca aga etc ctg ate tac aaa gtt tec aac cga ttt 240 
Pro Gly Gin Ser Pro Arg Leu Leu He Tyr Lys Val Ser Asn Arg Phe 
45 * 50 55 o° 

tct ggt gtc cca gac aga ttc age ggc agt ggg tea ggc act gat ttc 288 
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

65 70 "5 

aca ctg aaa ate age agg gtg gag get gat gat gtt gga att tat tac 336 

ffc®E#2 004-3119743 
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Thr Leu Lys lie Ser Arg Val Glu Ala Asp Asp Val Gly He Tyr Tyr 

80 85 90 

tgc tct caa agt aca cat gtt ccg tac acg ttt ggc cag ggg acc aag 384 
Cys Ser Gin Ser Thr His Val Pro Tyr Thr Phe Gly Gin Gly Thr Lys 

95 100 105 

ctg gag ate aaa cgt gag tgg ate cgc g 412 
Leu Giu lie Lys 
110 

<210> 68 
<211> 24 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 68 

aggtgtcgac tcccaggtgc agctg 24 

<210> 69 
<211> 35 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 69 

ccaccactcg agactgtgacc agggttget tggee 35 

<210> 70 
<211> 44 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 70 

cagtctcgag tggtggcgga ggttccgata ttgtgatgac tcag 44 

<210> 71 
<211> 45 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 71 

aaaaggaaaa gcggccgctc attatttgat ctccagcttg gtcccc 45 

<210> 72 
<211> 15 
<212> DNA 
<213> 
<400> 72 

ggt ggc gga ggt tec 15 
Gly Gly Gly Gly Ser 
1 5 

tBfiE# 2004-3119743 
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240 



<210> 73 
<211> 768 
<212> DNA 

<213> Mouse, Human 

<400> 73 , . , ft 

ate gga tgg age tgt ate ate etc ttc ttg gta gca aca get aca ggt 48 
wl: rL £r cL tip Tie T*„ Phe. Leu Val Ala Thr Ala Thr Gly 

gtc gac tec cag gtg cag ctg gtg cag tct ggg get gag gtg aag aag 96 
Val Asp Ser Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 1° 

cct ggg gee tea gtg cag gtt tec tgt aag gca tct gga tac acc ttc 144 
Pro Gly Ala Ser Val Gin Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

acc aac cat gtt att cac tgg ctg cga cag gec cct gga caa ggg ctt 192 
Thr Asn His Val He His Trp Leu Arg Gin Ala Pro Gly Gin Gly Leu 
30 35 40 45 

gag tgg atg gga tat att tat cct tac aat gat ggt act aag tat aat 
Glu TrP Met Gly Tyr He Tyr Pro Tyr Asn Asp Gly Thr Lys Tyr Asn 

50 55 60 

gag aag ttc aag gac aga gtc acg atg acc tea gac acg tec ate age 288 
Glu Lys Phe Lys Asp Arg Val Thr Met Thr Ser Asp Thr Ser He Ser 

65 70 75 

aca gee tac atg gag ttg age agt etc aga tct gac gac acg gee gtc 336 
Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Asp Asp Thr Ala Val 

80 85 90 

tat tat tgt get aga ggg ggt tac tat act tac gac gac tgg ggc caa 384 
Tyr Tyr Cys Ala Arg Gly Gly Tyr Tyr Thr Tyr Asp Asp Trp Gly Gin 

95 100 105 

gca acc ctg gtc aca gtc teg agt ggt ggc gga ggt tec gat att gtg 432 
Ala Thr Leu Val Thr Val Ser Ser Gly Gly Gly Gly Ser Asp He Val 

110 115 I 20 125 , Rn 

atg act cag tct cca etc tec ctg ccc gtc acc cct gga gag ccg gee 480 
Met Thr Gin Ser Pro Leu Ser Leu Pro Val Thr Pro Gly Glu Pro Ala 

130 135 I 40 

tec ate tec tgc aga tea agt cag age ctt gtg cac agt aat gga aag 528 
Ser lie Ser Cys Arg Ser Ser Gin Ser Leu Val His Ser Asn Gly Lys 

145 150 155 

acc tat tta cat tgg tat ctg cag aag cca ggc cag tct cca aga etc 576 
Thr Tyr Leu His Trp Tyr Leu Gin Lys Pro Gly Gin Ser Pro Arg Leu 
160 165 . 170 __ 



ctg ate tac aaa gtt tec aac cga ttt tct ggt gtc cca gac aga ttc 
Leu He Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro Asp Arg Phe 

175 180 185 

age ggc agt ggg tea ggc act gat ttc aca ctg aaa ate age agg gtg 672 
Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys He Ser Arg Val 
190 " 195 200 205 

gag get gat gat gtt gga att tat tac tgc tct caa agt aca cat gtt 
Glu Ala Asp Asp Val Gly lie Tyr Tyr Cys Ser Gin Ser Thr His Val 



720 



2io 215 220 

ffiIE# 2004-3119743 
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ccg tac acg ttt ggc cag ggg acc aag ctg gag ate aaa taa tga gcg 768 
Pro Tyr Thr Phe Gly Gin Gly Thr Lys Leu Glu He Lys 
225 230 

<210> 74 
<211> 768 
<212> DNA 

<213> Mouse, Human 

<400> 74 . , Q 

atg gga tgg age tgt ate ate etc ttc ttg gta gca aca get aca ggt 48 
Me? Gly Trp Ser Cys He He Leu Phe Leu Val Ala Thr Ala Thr Gly 

gtc gac tec cag gtg cag ctg gtg cag tct ggg get gag gtg aag aag 96 
Val Asp Ser Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 10 

cct ggg gee tea gtg cag gtt tec tgt aag gca tct gga tac ace ttc 144 
Pro Gly Ala Ser Val Gin Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

acc aac cat gtt atg cac tgg ctg cga cag gee cct gga caa ggg ctt 192 
Thr Asn His Val Met His Trp Leu Arg Gin Ala Pro Gly Gin Gly Leu 
30 35 40 45 

gas teg atg gga tat att tat cct tac aat gat ggt act aag tat aat 240 
Glu Trp Met Gly Tyr He Tyr Pro Tyr Asn Asp Gly Thr Lys Tyr Asn 

50 55 60 

gag aag ttc aag ggc aga gtc acg atg acc tea gac acg tec ate age 288 
Glu Lys Phe Lys Gly Arg Val Thr Met Thr Ser Asp Thr Ser He Ser 

65 " 70 75 

aca gee tac atg gag ttg age agt etc aga tct gac gac acg gee gtc 336 
Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Asp Asp Thr Ala Val 

80 85 90 

tat tat tgt get aga ggg ggt tac tat tct tac gac gac tgg ggc caa 384 
Tyr Tyr Cys Ala Arg Gly Gly Tyr Tyr Ser Tyr Asp Asp Trp Gly Gin 

95 100 1°5 

gca acc ctg gtc aca gtc teg agt ggt ggc gga ggt tec gat att gtg 432 
Ala Thr Leu Val Thr Val Ser Ser Gly Gly Gly Gly Ser Asp lie Val 
HO 115 120 125 

atg act cag tct cca etc tec ctg ccc gtc acc cct gga gag ccg gee 480 
Met Thr Gin Ser Pro Leu Ser Leu Pro Val Thr Pro Gly Glu Pro Ala 

130 135 140 

tec ate tec tgc aga tea agt cag age ctt ctg cac agt aag gga aac 528 
Ser He Ser Cys Arg Ser Ser Gin Ser Leu Leu His Ser Lys Gly Asn 

145 150 155 

acc tat tta cag tgg tat ctg cag aag cca ggc cag tct cca aga etc 576 
Thr Tyr Leu Gin Trp Tyr Leu Gin Lys Pro Gly Gin Ser Pro Arg Leu 

ctg ate tac aaa gtt tec aac cga ttt tct ggt gtc cca gac aga ttc 624 
Leu He Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro Asp Arg Phe 

175 180 I 85 arjo 

age ggc agt ggg tea ggc act gat ttc aca ctg aaa ate age agg gtg 67^ 
Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys He Ser Arg Val 

mSE# 2004-3119743 
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190 195 200 * , St 720 

gag get gat gat gtt gga att tat tac tgc tct caa agt aca cat gtt 7^U 

Glu Ma Asp Asp Val Gly He Tyr Tyr Cys Ser Gin Ser Thr His Val 

210 215 220 

ccg tac acg ttt ggc cag ggg acc aag ctg gag ate aaa taa tga gcg 768 

Pro Tyr Thr Phe Gly Gin Gly Thr Lys Leu Glu He Lys 

225 2 30 

<210> 75 
<211> 44 
<212> DNA 

<213> Artificial Sequence 
<220> 

<400> 75 AA 
cgcggatccg gtggtggcgg ategcaggtg cagctggtgc agtc 44 

<210> 76 
<211> 54 
<212> DNA 

<213> Artificial Sequence 
<220> 

cgcggatcca ccaccacccg aaccaccacc acctttgatc tccagcttgg tccc 54 

<210> 77 
<211> 45 
<212> DNA 
<213> 

ggt°ggt 7 ggt ggt teg ggt ggt ggt gga tec ggt ggt ggc gga teg 45 
Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser 
[ 5 10 15 

<210> 78 
<211> 1515 
<212> DNA 
<213> Mouse, Human 

tlTlJates age tgt ate ate etc ttc ttg gta gca aca get aca ggt 48 
Se? Gly tS Ser Cys lie He Leu Phe Leu Val Ala Thr Ala Thr Gly 

gtc gac tec cag gtg cag ctg gtg cag tct ggg get gag gtg aag aag 96 
Val Asp Ser Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5' 10 

cct ges gee tea gtg cag gtt tec tgt aag gca tct gga tac acc ttc 144 
Pro tfy Til Ser Val Gin Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

ace aae cat gtt att cae tgg ctg cga cag gee cct gga caa ggg ctt 192 
Thr Asn His Val He His Trp Leu Arg Gin Ala Pro Gly Gin Gly Leu 
30 35 40 45 

ffi§E#2 004-3119743 
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gag tgg atg gga tat att tat cct tac aat gat ggt act aag tat aat 240 
Glu Trp Met Gly Tyr He Tyr Pro Tyr Asn Asp Gly Thr Lys Tyr Asn 

50 55 60 

gag aag ttc aag gac aga gtc acg atg acc tea gac acg tec ate age 288 
Glu Lys Phe Lys Asp Arg Val Thr Met Thr Ser Asp Thr Ser He Ser 

65 70 75 

aca gee tac atg gag ttg age agt etc aga tct gac gac acg gee gtc 336 
Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Asp Asp Thr Ala Val 

80 85 90 

tat tat tgt get aga ggg ggt tac tat act tac gac gac tgg ggc caa 384 
Tyr Tyr Cys Ala Arg Gly Gly Tyr Tyr Thr Tyr Asp Asp Trp Gly Gin 

95 100 105 

gca acc ctg gtc aca gtc teg agt ggt ggc gga ggt tec gat att gtg 432 
Ala Thr Leu Val Thr Val Ser Ser Gly Gly Gly Gly Ser Asp He Val 
110 115 120 125 

atg act cag tct cca etc tec ctg ccc gtc acc cct gga gag ccg gee 480 
Met Thr Gin Ser Pro Leu Ser Leu Pro Val Thr Pro Gly Glu Pro Ala 

130 135 140 

tec ate tec tgc aga tea agt cag age ctt gtg cac agt aat gga aag 528 
Ser He Ser Cys Arg Ser Ser Gin Ser Leu Val His Ser Asn Gly Lys 

145 150 155 

acc tat tta cat tgg tat ctg cag aag cca ggc cag tct cca aga etc 576 
Thr Tyr Leu His Trp Tyr Leu Gin Lys Pro Gly Gin Ser Pro Arg Leu 

160 165 170 

ctg ate tac aaa gtt tec aac cga ttt tct ggt gtc cca gac aga ttc 624 
Leu He Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro Asp Arg Phe 

175 180 185 

age ggc agt ggg tea ggc act gat ttc aca ctg aaa ate age agg gtg 672 
Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys He Ser Arg Val 
190 ' 195 200 205 

gag get gat gat gtt gga att tat tac tgc tct caa agt aca cat gtt 720 
Glu Ala Asp Asp Val Gly He Tyr Tyr Cys Ser Gin Ser Thr His Val 

210 215 220 

ccg tac acg ttt ggc cag ggg acc aag ctg gag ate aaa ggt ggt ggt 768 
Pro Tyr Thr Phe Gly Gin Gly Thr Lys Leu Glu He Lys Gly Gly Gly 

225 230 235 

ggt teg ggt ggt ggt gga tec ggt ggt ggc gga teg cag gtg cag ctg 816 
Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gin Val Gin Leu 

240 245 250 

gtg cag tct ggg get gag gtg aag aag cct ggg gee tea gtg cag gtt 864 
Val Gin Ser Gly Ala Glu Val Lys Lys Pro Gly Ala Ser Val Gin Val 

255 260 265 

tec tgt aag gca tct gga tac acc ttc acc aac cat gtt att cac tgg 912 
Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn His Val He His Trp 
270 275 280 285 

ctg cga cag gee cct gga caa ggg ctt gag tgg atg gga tat att tat 960 
Leu Are Gin Ala Pro Gly Gin Gly Leu Glu Trp Met Gly Tyr He Tyr 

290 295 300 

cct tac aat gat ggt act aag tat aat gag aag ttc aag gac aga gtc 1008 
Pro Tyr Asn Asp Gly Thr Lys Tyr Asn Glu Lys Phe Lys Asp Arg Val 

ffiiE# 2004-3119743 
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305 310 
acg atg acc tea gac acg tec ate age aca gee 
Thr Met Thr Ser Asp Thr Ser He Ser Thr Ala 

320 325 
agt etc aga tct gac gac acg gee gtc tat tat 
Ser Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr 
qqs 340 



tac tat act tac 
Tyr Tyr Thr Tyr 
350 

agt ggt ggc gga 
Ser Gly Gly Gly 

ctg ccc gtc acc 
Leu Pro Val Thr 
385 

cag age ctt gtg 
Gin Ser Leu Val 
400 



gac gac tgg 
Asp Asp Trp 

355 
ggt tec gat 
Gly Ser Asp 
370 

cct gga gag 
Pro Gly Glu 

cac agt aat 
His Ser Asn 



ggc caa 
Gly Gin 

att gtg 
He Val 

ccg gec 
Pro Ala 
390 
gga aag 
Gly Lys 
405 



gca acc 
Ala Thr 
360 
atg act 
Met Thr 
375 

tec ate 
Ser He 

acc tat 
Thr Tyr 



cag aag 
Gin Lys 
415 
cga ttt 
Arg Phe 
430 

gat ttc 
Asp Phe 



cca ggc 
Pro Gly 

tct ggt 
Ser Gly 

aca ctg 
Thr Leu 



tat tac tgc tct 
Tyr Tyr Cys Ser 
465 

acc aag ctg gag 
Thr Lys Leu Glu 
480 



cag tct cca 
Gin Ser Pro 
420 

gtc cca gac 
Val Pro Asp 

435 
aaa ate age 
Lys He Ser 
450 

caa agt aca 
Gin Ser Thr 

ate aaa taa 
He Lys 



aga etc 
Arg Leu 



ctg ate 
Leu He 



aga ttc age ggc 
Arg Phe Ser Gly 
440 

agg gtg gag get 
Arg Val Glu Ala 
455 

cat gtt ccg tac 
His Val Pro Tyr 

470 
tga gcg 1515 



315 

tac atg gag ttg age 
Tyr Met Glu Leu Ser 
330 

tgt get aga ggg ggt 
Cys Ala Arg Gly Gly 
345 

ctg gtc aca gtc teg 
Leu Val Thr Val Ser 
365 

cag tct cca etc tec 
Gin Ser Pro Leu Ser 
380 

tec tgc aga tea agt 
Ser Cys Arg Ser Ser 
395 

tta cat tgg tat ctg 
Leu His Trp Tyr Leu 
410 

tac aaa gtt tec aac 
Tyr Lys Val Ser Asn 
425 

agt ggg tea ggc act 
Ser Gly Ser Gly Thr 
445 

gat gat gtt gga att 
Asp Asp Val Gly He 
460 

acg ttt ggc cag ggg 
Thr Phe Gly Gin Gly 
475 



1056 
1104 
1152 
1200 
1248 
1296 
1344 
1392 
1440 
1488 



<210> 79 
<211> 1515 
<212> DNA 
<213> Mouse, Human 

<400> 79 . . a™ ar.a act aca art 48 



96 



Ttam tee aec tgt ate ate etc ttc ttg gta gca aca get aca ggt 
Me? G?y Trp Ser Cys He lie Leu Phe Leu Val Ala Thr Ala Thr Gly 

gtc gac tec cag gtg cag ctg gtg cag tct ggg get gag gtg aag aag 
Val Asp Ser Gin Val Gin Leu Val Gin Ser Gly Ala G Val Lys Lys 

1 1 *^ 

ret ze<* ecc tea gtg cag gtt tec tgt aag gca tct gga tac acc ttc 144 
Pro Gly Ala Ser Val Gin Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

,r 20 ^5 

acc aac cat gtt atg cac tgg ctg cga cag gec cct gga caa ggg ctt 192 

ffiSE#2 0 0 4-3 1 1 9 7 4 3 
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Thr Asn His Val Met His Trp Leu Arg Gin Ala Pro Gly Gin Gly Leu 
30 35 40 

gag teg atg gga tat att tat cct tac aat gat ggt act aag tat aat 240 
Glu Trp Met Gly Tyr He Tyr Pro Tyr Asn Asp Gly Thr Lys Tyr Asn 

50 55 oU 

gag aag ttc aag ggc aga gtc acg atg acc tea gac acg tec ate age 288 
Hin Tv« PhP T.vs G1 v Are Val Thr Met Thr Ser Asp Thr Ser He Ser 

' 65 70 75 

aca gec tac atg gag ttg age agt etc aga tct gac gac acg gec gtc 336 
Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Asp Asp Thr Ala Val 

80 85 90 

tat tat tgt get aga ggg ggt tac tat tct tac gac gac tgg ggc caa 384 
Tyr Tyr Cys Ala Arg Gly Gly Tyr Tyr Ser Tyr Asp Asp Trp Gly Gin 

95 100 105 

gca acc ctg gtc aca gtc teg agt ggt ggc gga ggt tec gat att gtg 432 
Ala Thr Leu Val Thr Val Ser Ser Gly Gly Gly Gly Ser Asp He Val 

110 H5 120 Ub , QO 

atg act cag tct cca etc tec ctg ccc gtc acc cct gga gag ccg gec 4 0 u 
Met £ Gin Ser Pro Leu Ser Leu Pro Val Thr Pro Gly Glu Pro Ala 

130 135 I 40 

tec ate tec tgc aga tea agt cag age ctt ctg cac agt aag gga aac 528 
Ser He Ser Cys Arg Ser Ser Gin Ser Leu Leu His Ser Lys Gly Asn 

145 150 155 

acc tat tta cag tgg tat ctg cag aag cca ggc cag tct cca aga etc 576 
Thr Tyr Leu Gin Trp Tyr Leu Gin Lys Pro Gly Gin Ser Pro Arg Leu 

160 165 170 

ctg ate tac aaa gtt tec aac cga ttt tct ggt gtc cca gac aga ttc 624 
Leu He Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro Asp Arg Phe 

175 180 185 

aec esc agt ggg tea ggc act gat ttc aca ctg aaa ate age agg gtg 672 
Ser G?y Ser G?y Ser G?y Thr Asp Phe Thr Leu Lys He Ser Arg Val 

195 200 ^ 



gag get gat gat gtt gga att tat tac tgc tct caa agt aca cat gtt 720 
£! Ma Asp Asp Val Gly He Tyr Tyr Cys Ser Gin Ser Thr His Val 

210 215 220 

ecg tac acg ttt ggc cag ggg acc aag ctg gag ate aaa ggt ggt ggt 768 
Pro Tyr Thr Phe Gly Gin Gly Thr Lys Leu Glu He Lys Gly Gly Gly 

225 230 235 

ggt teg ggt ggt ggt gga tec ggt ggt ggc gga teg cag gtg cag ctg 816 
Gly Se? Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gin Val Gin Leu 

240 245 250 

gtg cag tct ggg get gag gtg aag aag cct ggg gec tea gtg cag gtt 864 
Val Gin Ser Gly Ala Glu Val Lys Lys Pro Gly Ala Ser Val Gin Val 

255 260 265 

tec tgt aag gca tct gga tac acc ttc acc aac cat gtt atg cac tgg 912 
Ser Cys Lys Sa Ser Gly Tyr Thr Phe Thr Asn His Val Met His Trp 
270 275 280 

ctg cga cag gec cct gga caa ggg ctt gag tgg atg gga tat att tat 960 
£2 2g 6ta Ala Pro Gly Gin Gly Leu Glu Trp Met Gly Tyr He Tyr 
290 2 95 6KiKi 
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cct tac aat gat ggt act aag tat aat gag aag ttc aag ggc aga gtc 1008 
Pro Tyr Asn Asp Gly Thr Lys Tyr Asn Glu Lys Phe Lys Gly Arg Val 

305 310 315 

acg atg acc tea gac acg tec ate age aca gcc tac atg gag ttg age lUoo 
Thr Met Thr Ser Asp Thr Ser He Ser Thr Ala Tyr Met Glu Leu Ser 

320 325 330 

a „t rfr no* tct pac eac acg gcc gtc tat tat tgt get aga ggg ggt 1104 
Sir Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys Ala Arg Gly Gly 

335 340 345 

tac tat tct tac gac gac tgg ggc caa gca acc ctg gtc aca gtc teg 1152 
Tvr Tvr Ser Tyr Asp Asp Trp Gly Gin Ala Thr Leu Val Thr Val Ser 
350 355 360 365 

act ggt ggc gga ggt tec gat att gtg atg act cag tct cca etc tec 1200 
Ser Gly Gly Gly Gly Ser Asp He Val Met Thr Gin Ser Pro Leu Ser 

370 375 380 

ctg ccc gtc acc cct gga gag ccg gcc tec ate tec tgc aga tea agt 1248 
Leu Pro Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arg Ser Ser 

385 390 395 

cag age ctt ctg cac agt aag gga aac acc tat tta cag tgg tat ctg 1296 
Gin Ser Leu Leu His Ser Lys Gly Asn Thr Tyr Leu Gin Trp Tyr Leu 

400 405 410 

cag aag cca ggc cag tct cca aga etc ctg ate tac aaa gtt tec aac 1344 
Gin Lys Pro Gly Gin Ser Pro Arg Leu Leu He Tyr Lys Val Ser Asn 

415 " 420 425 430 

cga ttt tct ggt gtc cca gac aga ttc age ggc agt ggg tea ggc act 1392 
Arg Phe Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr 

435 440 445 

gat ttc aca ctg aaa ate age agg gtg gag get gat gat gtt gga att 1440 
Asp Phe Thr Leu Lys He Ser Arg Val Glu Ala Asp Asp Val Gly He 

450 455 460 

tat tac tgc tct caa agt aca cat gtt ccg tac acg ttt ggc cag ggg 1488 
Tyr Tyr Cys Ser Gin Ser Thr His Val Pro Tyr Thr Phe Gly Gin Gly 

465 470 ^ 475 

acc aag ctg gag ate aaa taa tga gcg 1515 
Thr Lys Leu Glu He Lys 
480 

<210> 80 
<211> 39 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 80 

ctcgaggaat tcccaccatg ggatggagct gtatcatcc 39 

<210> 81 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<400> 81 

gggggcctgt cgcagccagt gaataac 27 

<210> 82 
<211> 45 
<212> DNA 

<213> Artificial Sequence 
<220> 

<400> 82 , .„ ,c 

gggcagtcag tgtataegge cgtgtcgtca gatctgagac tgetc 45 

<210> 83 
<211> 35 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 83 

gggcaatgee ttgagtggat gggatatatt tatcc 6t> 

<210> 84 
<211> 54 
<212> DNA 

<213> Artificial Sequence 
<220> 

tcaUatttg atctcaagct tggtcccgca gecaaaegtg tacggaacat gtgt 54 

<210> 85 
<211> 68 
<212> DNA 

<213> Artificial Sequence 
<220> 

facfattgtg ctagaggggg ttactatact tacgacgact ggggctgege aaccctggtc 
acagtctc 68 

<210> 86 
<211> 35 
<212> DNA 

<213> Artificial Sequence 
<220> 

<400> 86 ^ 
gggcttctgc agataccaat gtaaataggt ctttc 



60 



35 



<210> 87 
<211> 36 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 87 
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gggcagtgcc caagactcct gatctacaaa gtttcc 

<210> 88 
<211> 37 
<212> DNA 

<213> Artificial Sequence 
<400> 88 

tcattatttg atctcaagct tggtcccctg gccaaac 



180 
240 
300 
360 
420 
480 
540 
600 



<210> 89 
<211> 708 
<212> DNA 
<213> 

ctggtgcagc tggtgcagtc tggggctgag gtgaagaagc ctggggcctc agtgcaggtt 60 
tcctgtaagg catctggata caccttcacc aaccatgtta ttcactggct gcgacaggcc 
cccgggcaat gccttgagtg gatgggatat atttatcctt acaatgatgg tactaagtat 
• aatgagaagt tcaaggacag agtcacgatg acctcagaca cgtccatcag cacagcctac 
atggagttga gcagtctcag atctgacgac acggccgtct attattgtgc tagagggggt 
tactatactt acgacgactg gggccaagca accctggtca cagtctcgag tggtggcgga 
ggttccgata ttgtgatgac tcagtctcca ctctccctgc ccgtcacccc tggagagccg 
gcctccatct cctgcagatc aagtcagagc cttgtgcaca gtaatggaaa gacctattta 
cattggtatc tgcagaagcc aggccagtct ccaagactcc tgatctacaa agtttccaac 
ceattttctg gtgtcccaga cagattcagc ggcagtgggt caggcactga tttcacactg 
aaaatcagca m tfflW tgatgatgtt ggaatttatt actgctctca aagtacacat 660 
gttccgtaca cgtttggctg cgggaccaag cttgagatca aataatga 

<210> 90 
<211> 234 
<212> PRT 
<213> 

Gln°Vai°Gln Leu Val Gin Ser Gly Ala Glu Val Lys Lys Pro Gly Ala 

1 5 10 

Ser Val Gin Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn His 

20 25 
Val He His Trp Leu Arg Gin Ala Pro Gly Gin Cys Leu Glu Trp Met 

35 40 45 D u 

Gly Tyr He Tyr Pro Tyr Asn Asp Gly Thr Lys Tyr Asn Glu Lys Phe 

t;n 55 60 

Lys Asp Arg Val Thr Met Thr Ser Asp Thr Ser He Ser Thr Ala Tyr 

65 70 ^ 

Met Glu Leu Ser Ser Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys 

85 9° 95 

Ala Arg Gly Gly Tyr Tyr Thr Tyr Asp Asp Trp Gly Gin Ala Thr Leu 

100 105 H° 

Val Thr Val Ser Ser Gly Gly Gly Gly Ser Asp He Val Met Thr Gin 
115 120 125 
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Ser Pro Leu Ser Leu Pro Val Thr Pro Gly Glu Pro Ala Ser He Ser 

130 135 140 

Cys Arg Ser Ser Gin Ser Leu Val His Ser Asn Gly Lys Thr Tyr Leu 
145 150 155 160 

His Trp Tyr Leu Gin Lys Pro Gly Gin Ser Pro Arg Leu Leu He Tyr 

165 170 175 

T.v* Val Asn Are Phe Ser Gly Val Pro Asp Arg Phe Ser Gly Ser 

~" " 180 " 185 190 

Gly Ser Gly Thr Asp Phe Thr Leu Lys He Ser Arg Val Glu Ala Asp 

195 200 205 

Asp Val Gly He Tyr Tyr Cys Ser Gin Ser Thr His Val Pro Tyr Thr 

210 215 220 

Phe Gly Cys Gly Thr Lys Leu Glu He Lys 
225 230 

<210> 91 
<211> 708 
<212> DNA 
<213> 

<400> 91 . . , n 

caggtgcagc tggtgcagtc tggggctgag gtgaagaagc ctggggcctc agtgcaggtt 60 
tcctgtaagg catctggata caccttcacc aaccatgtta ttcactggct gcgacaggcc 120 
cctgggcaag ggcttgagtg gatgggatat atttatcctt acaatgatgg tactaagtat 180 
aatgagaagt tcaaggacag agtcacgatg acctcagaca cgtccatcag cacagcctac 240 
atggagttga gcagtctcag atctgacgac acggccgtat actattgtgc tagagggggt 
tactatactt acgacgactg gggctgcgca accctggtca cagtctcgag tggtggcgga 
ggttccgata ttgtgatgac tcagtctcca ctctccctgc ccgtcacccc tggagagccg 
gcctccatct cctgcagatc aagtcagagc cttgtgcaca gtaatggaaa gacctattta 
cattggtatc tgcagaagcc cgggcagtgc ccaagactcc tgatctacaa agtttccaac 
cgattttctg gtgtcccaga cagattcagc ggcagtgggt caggcactga tttcacactg 
aaaatcagca gggtggaggc tgatgatgtt ggaatttatt actgctctca aagtacacat 
gttccgtaca cgtttggcca ggggaccaag cttgagatca aataatga 



300 
360 
420 
480 
540 
600 
660 



<210> 92 
<211> 234 
<212> PRT 
<213> 

Gln°Vaf Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys Pro Gly Ala 

5 10 I 5 

Ser Val Gin Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn His 

20 25 30 

Val He His Trp Leu Arg Gin Ala Pro Gly Gin Gly Leu Glu Trp Met 

35 * 40 45 

Gly Tyr He Tyr Pro Tyr Asn Asp Gly Thr Lys Tyr Asn Glu Lys Phe 

50 55 60 

Lys Asp Arg Val Thr Met Thr Ser Asp Thr Ser lie Ser Thr Ala Tyr 
65 70 75 80 

Met Glu Leu Ser Ser Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys 
85 90 95 
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Ala Arg Gly Gly Tyr Tyr Thr Tyr Asp Asp Trp Gly Cys Ala Thr Leu 

100 105 HO 

Val Thr Val Ser Ser Gly Gly Gly Gly Ser Asp He Val Met Thr Gin 

115 120 125 

Ser Pro Leu Ser Leu Pro Val Thr Pro Gly Glu Pro Ala Ser He Ser 

130 135 140 

Hvr Arcr Ser Ser Gin Ser Leu Val His Ser Asn Gly Lys Thr Tyr Leu 
145 " 150 155 160 

His Trp Tyr Leu Gin Lys Pro Gly Gin Cys Pro Arg Leu Leu He Tyr 

165 170 175 

Lys Val Ser Asn Arg Phe Ser Gly Val Pro Asp Arg Phe Ser Gly Ser 

180 ~ 185 190 

Gly Ser Gly Thr Asp Phe Thr Leu Lys He Ser Arg Val Glu Ala Asp 

195 200 205 

Asp Val Gly He Tyr Tyr Cys Ser Gin Ser Thr His Val Pro Tyr Thr 

210 215 220 

Phe Gly Gin Gly Thr Lys Leu Glu He Lys 
225 230 
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